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Number (%) of Patients With Specific Laboratory Adverse Experiences
(Incidence >0% in One or More Treatment Groups) by Laboratory Test Category
During Study Therapy and 14-Day Follow-Up Period
(Treated Population)

MK-0826 1 0 g MK-0326 15 g Piperacillin/Tazobactam
(N=116) (N=14} IN=325y
n'm {"n) nm %) nim %)

Patients with one or more adverse 115310 37.1) 13 (51.8) 127321 139.6)

expericnces
Paticnts with no adverse expericnce 195,310 {62.9) 613 (46.2) 194132) [60.4)
Blood (.‘hﬂ'ﬂl'y 79309 (25.6) &3 (46.2) A2 31.8)
ALY increased 34283 (12.0} 313 (231} 32208 (10.9%
Amylase incressed 00 0.0y 00 (0.0) 2 (100}
Arterial pH decressed 11 (100) 00 {0.0) 0 (0.05
Anterial PO, decreased 111 (100) 040 (0.0) 11 (100)
AST increased 29,297 9.8) 2013 (15.4) 4308 (13.0y
Blood wres increased 041 (0.0) ()] 0.0) 38 (10.5)
BUN docreased 1:258 0.9 0/1% 10.0) 1273 10.4)
BUN increased 2,258 (0.8) 113 {1.7) 4273 (1.5)
Dircet serum bilirubin increased 9181 (5.0) 24 (30.0) 6177 (3.4)
Indirect scrum bitirubin increased 4123 (3.3) 00 (0.0) 0117 (0.0)
Lipase decreased 1/1 (100) 00 10.0) 041 (0.0)
Lipasc increased o1 0.0} 00 0.0) 11 {100)
PCO; incressed 11 (100) 00 0.0) 0 (0.0}
Serum albumin decreased 11,290 (3.8) 113 2.7 8303 (2.6}
Serum akaling phosphatase increased 31298 {10.4) 1713 1.7 Y310 (12 4)
Scrum bicarbonate decrcace PR/ bt ity TTU) 3T (113
Saum calcium decreased 2300 (0.7 013 10.09 11309 i0.3)
Scum chioride increased w307 0.0) 013 (0.0 1'319 (0.3)
Serum €O, decreased 11 (100) 00 0.0 1l {100}
Senwmn creatinine phosphokinase 11 (100) 00 0.0) 0:0 (0.0}

increased
Serum creatinine decreased 1:309 (0.3) . 0713 {0.0) 0321 (0.0}
Scerum creatinine increased &309 (1.9 113 7 12321 (371,
Serum gamma-glutamy| mansferase 0.0 0.0) 00 (0.0) 22 {100y

increased
Serum ghaeose decreased 1300 (0.3) 013 (0.0 2319 (16}
Scrum giucase increased 5309 (1.6) 013 0.0 8319 (2.5}
Scrum iron decreased 00 0.0 00 {0.0) I (100)
Senun magnesium decreased 11 (100) 11 {100) 73 (100)
Serum magnesium increased 1/1 (100) 1 0.0) o3 (0.0}
Serum phosphate decreascd 01 0.0 1 (100) 22 (1003
Serum phosphorus increased 1/1 (100} o1 (0.0) 02 0.0)
Serum potassium decreased 10309 (32) 13 {0.0) 18:321 (5.6)
Serum potassium increased 4300 (1.3) 1713 (el 27321 (0.6}
Serum sodium decressed 1:309 0.5 13 (0.0 1/321 (0.3}
Serum sodium increasad . 309 (1.0) - 13 (1.7 0321 10.0)
Serum urie acid decreased 00 (0.0) 00 0.0 11 (100)
Thyroid fimction abaormal 171 (100) 00 (0.0) 00 (0.0)
Total serum bilirubin decreased 0298 (0.0) V13 {0.0) 1311 (0.3)
Total scrum bilirubin increascd 10:298 (34) 313 (23.1) 831 (2.6}
Total scrum protein decreased 17289 2.4 013 (0.0 £303 (2.6)
Total serum proein increased 0:289 (0.0) 013 (0.0) 1:20% ©.3)
TSH increased Q0 (0.0) 0/0 {0.0) I (100
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MK-0826 10 g MK0826 15 g Pipcracillin Tambaciam ]
(N=316) (N=14} (N=325)

n'm )] n’m %) | nm {"a)
Hematnlogy SR310 (18.7) 413 30 .8) 68321 18.7)
Band neutrophils wcrcased 2,301 0.7 ™13 ) 17110 (03]
Basophils increased 1301 (0.3) 013 (0.0} 7310 (0.0)
Ensinophils mcreaged 1308 (0.3) 013 0.0} 1310 0.3
Hematocrit decreased 14310 (4.5) 213 (15.4) 18321 (5.6}
Hematocrit increased 1:310 (0.3) w13 {0.h 321 0.0}
Hamoglobin decreasad 24310 (7.7 113 a.n 25321 (7.8)
INR increased 1:270 (0.4) 0413 i0.0) 4281 (1.4)
Lymphocytes decreased 1301 (0.3) 0113 (0.0 2310 (0.6)
Lymphocytes, atypical 1300 [(OR)] 13 0.0) 0310 (0.0}
Memmyclocytes incressed 1,301 0.3) 013 {0.0) 0310 (0.0}
Manocytes decreasod 1301 (©.3) 013 0.09 0:310 (0.0)
Manocytes increased 1301 (0.3) w13 (UT))] 1310 (0.3}
Myelocytes increased 1:301 03 013 0.0) 0310 (0.0}
Platelet count decreased 2310 0.6) 1113 )] 7321 (2.2)
Platclet count increased 20310 (6.5) 113 (1.7) 2 (695
Prothrombin time decregsed 121 0.4 013 0.0y 1276 i0.4)
Prothrombin Hme increased 7271 (2.6) 013 (0.9 6276 22
PTT increasced 2282 0.7 w13 0.0 7289 2.4)
RBC count decveascd 141 (100) 00 i0.0) Q0 (0.0)
RDW, increased 0.0 (0.0) 131} 0.0 111 {100)
Scgmented neutropluls decreased 1300 (0.3) 0713 {0.0) 11310 (0.3)
Scgmented neutrophils increascd 6301 fol))! 013 0.0) 4310 (1.3}
WAC decreased X310 (0.6) w13 {0.0) 1321 (0.3
WBC increased 12:310 39 13 (15.4) 19329 (5.93
Urialyss 19296 (G au EEE 2498 v
Creatinine clearanoe decreased 00 0.0 0 0.0y 22 (100)
Unspun urine WBCs increased 4256 (1.6) 13} {0.0) 5275 (1.8}
Urine bacteria increased 5256 Q.0 111 (9.1) 1275 (2.5)
Urinc bilirsbin incresced 1256 10.4) ol 0.0 0278 (0.0)
Urninc blood mereased 1,256 (1.1 114 a.0.1) 5281 (1.8}
Urine crystals increscd 0256 00 - w11 (0.0) 11275 (0.4
Urine epithelial cefls increased 3256 (12) [130] (0.0} 4275 (1.5}%.
Urine glucoms increassd 1:293 (0.3} 0/13 {0.00 0301 (0.0}
Urine granular casts increased 0256 (0.0) [19]] 0.0) 12748 {0.4)
Urine protein mereased 2298 0.7) - K13 (7.7) 3:301 (1.0}
Urine RBCs increased 5256 (2.0) 114 ©.1) 6275 22)
Urine transitional cells incressed 00 0.0) 0 10.0) 11 {100)
Urine WBC casts presont 0,256 ©.0) o 0.0) 1275 (0.4)
Urine WBCs increased 8256 (3.1 211 (182) 13275 “+.7
Urine yeast prescnt 225% (08 i o.n 11275 {0.43
Urine 24 br urea mereased /1 100 0/0 {0.03 0/0 0.0y
Miscellancons ] (66.7y &1 (X)) 12 (50.0)
C. difficile toxin, positive. 3 333) o1 0.0) o o0
Fecal occult blood 0.0 0.0) 040 0.0) 11 (1o
Guaiac positive 1/1 (100} 00 0.0y 040 (0.0)
N=Tm:lmlnhcrufpaﬁmpaumntgmup.
o/m = Number of paticnts with Iabumyadmcxpcriawu‘munbcrofpmm with laboratory test.
Alﬂ:mghapuiutmyhavchad2orm-cadvusccxpcﬁamcs.ﬂcpadm incumdonbrmwiﬂninamegory. The
same paticnt may appear in differem catcgorics,
All categoni arc listed in which at beast 1 'culndanadvmuccxpu'imct.

(Applicant’s Table 136, Volume 13 of 22, pages 529-531)
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Number (%) of Patients With S
(Incidence >0% in One or More Tre

Intra-Abdominal Infections Safety

pecific Laboratory Adverse Experiences
atment Groups) by Laboratory Test Category

During Study Therapy and 14-Day

Follow-Up Period

(Treated Population)

Drug Related
MK-0826 1.0g | MK0326 1.5 g | Piperacillin Tazobactam
(N=316) (N=14) (N=1325)

n/m (%) n'm {"a) n‘m (*a)
Patienis with one or more drug-related” adverse cxpenences 40310 (12.9) | 213 (154} | 44432y (137
Patictits with no Jthated adverse expenence 270310 (BY.1) {1113 (84.6) | 217732 (86.3)
Blood (Chensiptry 239 (104) | 313 (154) | snan (10.9y
ALT increased 19,283 6.7 | 111 (17| 18295 61 |
AST increased 18297 (6.1 | 1,13 (17 | 20008 6.5)
BUN decreascd 0255 0.0y | 013 (0.0) 1273 {0.4)
BUN increased 1258 0.4) | 0413 (0.0) 0:273 0.0)
Direct scrum bilirubin increased 5181 2.8 114 125.0) 1177 0.6)
Indireet scrum bilirwbin increased 2123 {1.6) | 00 10.0) 0it17 0.0
Scrum alkaline phosphatase incroased 21,298 70) | 1'm3 77| 20310 6.5)
Serum bicarbonatr decreascd 1276 0.4) { 0:10 0.0y 0279 {0.0)
Scrum creatinine decreased 17309 0.3) | 013 0.0y 0321 0.0
Serum creatinine increasad 2:309 0.6) | 0/13 0.0) 01321 (0.0)
Serum gamma-glutamyl ransferzse increassd 00 0.0y | 00 (0.0} 12 (50.0)
Scrum glucose decreased 0309 0.0) | 13 0.0) 1319 0.3)
Scrum iron deercased 0/0 0.0 | 00 (0.0) 11 (100)
Serum phaspharus inceeased 111 (1003 o1 (0.0) a2 {0.0)
Scrum potassium decreancd 1,309 onlals .05 D34 YooY
Latal-momem-briteatrary o298 (2.0) | 1413 7.7) 2301 {0.6)
Hematology 12310 3.9 | 113 .01 1740 (5.3)
Band ncutrophils ncreaged 17301 0.3y | /13 0.0) 0310 (0.0)
Hematocnit decregsed 0310 0.0) | ov13 {0.0) 2321 {0.6)
Hemoglobin decreased 0319 (0.0) | i3 (0.0) 230 0.6)
INR increased 0:270 0.0) | 013 10.0) 3281 0.7)
Lymphocytes decroased 15301 {0.3) | 013 (0.0) 0310 {0.0)
Lymphocytes, atypical 11301 0.3) | 013 {0.0) 0310 0.0)
Mctamydocytes increased 1301 03 013 ©00) | o310 (0.0)
Myclocyles increased 1:301 0.3y ] 13 0.0y 0310 0.0
Platelet count docreascd 0/310 0.0) ] 113 {7 232 0.6)
Platelet count increased 1310 23y | 013 0.0y | 12321 3.7
Prothrombin time incressed 027 0.00 | 13 (0.0} 2276 0.7
Scgmented nanrophils increascd 2/301 0.7 | 013 (0.0) 0310 {0.0)
WEBC deorensed 2310 0.6) | 013 (0.0) 0:321 (0.)
WEC increased 2310 10.6) | 013 (0.0) 1321 0.3
Urimalysiy 296 (o | w13 (0.0) 2303 .7
Urinc bactoria increased 1256 04 | wit 0.0y 0275 0.0)
Urine epithelial celly increased 2256 03] om {0.0) 1275 04)
Urine protin incrcased 0295 0.0) | 0vi13 {0.0) 1/301 03) |
Miscellsngoms 1/3 333 | o1 0.0) 012 (L.0)
C._difficife toxi itve 13 Gin ] o1 (0.0) 04 (0.0

Determined by the investigatar to be possibly, prabably. or definitely drug related

N = Tota) number of paticns Per treaiment group,
n/m = Number of paticnts with Labo adverse experience/number of paticnts with laboratory tes,
Although a patient may have had 2 or mate drug-related sdverse experiences, the paticnt is counted only once within a category.
Th:mpaﬁaxmysppmhdi.ﬂ‘amcaquﬁs.
All ¢ ics arc listed in which at keast | par had a ted adverse experience,

(Applicant’s Table 137, Volume 13 of 22, page 532)

Vi
Medical Officer’s Comment:

groups.

The incidence of laboratory adverse experiences was similar among the treatment

One patient (0.3%) in the MK-
0826 1.5 gm group (AN 5103)

0826 1 gm group (AN 0219), | patient (7.7%
, and 7 patients (2.2%

) in the MK -
) in the piperacillin/tazobactam
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group (ANs 0140, 6286, 0303, 0473, 0640, 0695, and 5399) had serious laboratory
adverse experiences. These all occurred during parenteral therapy. There were no
additional serious laboratory adverse experiences that occurred during or after the 14-
day follow-up period. QOne patient (AN 0286) in the piperacillin/tazobactam group
experienced serious laboratory adverse events (increased serum AST, ALT, and alkaline
phosphatase) that were judged by the investigator to be possibly study drug related. The
table below displays a summary for patients with serious laboratory adverse experiences
that occurred during the entire study period.

Listing of Patients With Serious Laboratory Adverse Experiences
During Parenteral Therapy and 14-Day Follow-Up Period
(Treated Population)

elative Lab Drug
Study Daily Day Adverse Value Normal Relation- | Action
AN | Number (Gender| Race Age| Doset |of Test Experience (Unit) Range ship Taken
K-08261 g _
219(017027 F aucasian | 78 [A/] g 4 emoglobin 6 g/L 120 to 160 g/L. Definttely not [None |
ecreased ,
K-0826 1.5 % ‘
103[017010] M aucasian | 65 15¢ 8 UN increased 121 mg/dL 7 to 23 mg/dL Definitely not [None
A/1.5 g 8 ematuria 6 Mpf I 10 3/hpf [Definitely not Noge |
A/].5 g 3 tind Lag T T Y AC lProEaETy not [None
increased
A/1.5 g 8  Hematuria 26/hpf t 3/hpf
A/1.5g 2 Hematuria 2 qual no 010 0 qual no
A/15g 8  Bicarbonate decreased (17 mEq/L 24 to 32 mEg/L
A/1 5 g 11 [BUN increased 170 mg/dL 7to 23 mg/dL
A/1.5 ¢ 11 [Serum creatinine M mg/dL 0.5 to 1.2 mg/dL
increased . |
IA/1.5 g 11 [Leukocyte count 29.4 ths/mm’ 4.3 to 10.3 thg/mm’
increased
A/LS e 11 [Bicarbonate decreased [i6 mEqg/L 24 to 32 mEq/L
1peracillin/Tazobactam 3.375
15399 1017004] F aucasian | 54 [B/10.125 ¢ 2 ypomagnesemia 1.2 mg/dL 1.6 to 2.7 mg/dL obably not
0286 |017033| M ispanic 57 B/13.5 ¢ 5  |AST increased 177 [U to 38 [U 0ssibly
B/13.5 ¢ 5  |ALT increased 213 [U 0 to 41 U Possibly
OFF drug 13 |Alkaline phosphatase  [1041 [U D to 270 TU Possibly
. increased
06401017035|  F  Kaucasian | 69 [5/3.375 g 2 Kreatinine clearance P9 mUmin/L.73 m? 175 to 127 mL/min/1.73 m’ Probably not
decreased
B/13.5 ¢
B/3.375 g 3 [Creatinine clearance P8 mL/min/1.73 m? 175 1o 127 mL/min/1.73 m® [Probably not
hecreased
B/13.5 ¢ )
B/13.5 g 3 enim creatinine 139 micromol/L 45 to 102 micromol/L Probably not
increased
B/13.5 ¢ 3 UN increased 11.9 mmol/L 1.8 to 6.4 mmol/L Probably not
B/3.375 g 4 reatinine clearance  26.6 mL/min/1.73 m? 75 10 127 mUmin/1.73 m? Probably not
ecreased
B/13.5¢
B/3.375 g 5 featinine clearance B3 mL/min/1.73 m? 75 to 127 mL/min/1.73 m® [Probably not
decreased
B/13.5 ¢
’ B/13.5 g 6  Serum creatinine 141 micromol/L. 45 10 102 micromol/L Probably not
’ increased
B/3.375 g 7 [Creatinine clearance PO mL/min/1.73 m® 75 to 127 mL/min/ 1.73 m? [Probably not
decreased
B/13.5 g
B/13.5¢ 7 [Serum creatinine 137 micromol/L. M5 to 102 micromol/L Probably not
increased
B/13.5 g 7  [BUN increased 21.4 mmol/L 1.8 to 6.4 mmol/L Probably not
0303 1017045] M [Caucasian | 82 B/13.5 g 3 KCreatinine clearance 15.5 mUmin/1.73 m*P1 10 130 mL/min/1.73 m* Definitely not
decreased




NDA 21,337 194 Intra-Abdominal Infections Safety
MO Review
/10.125 ¢ L . L{
/135 g 4 [Creatinine clearance P42 mL/min/1.73 m?b1 10 130 mL/min/1.73 m® [Definitely not [Reduce
ecreased ’
B/10.125 ¢
B/13.5 5 reatining clearance  B7 mL/min/1.73 m? b1 1o 130 mL/min/1.73 m" Definitely not Reduce
ecreased : -
B/10.125 g
014010170481 M [Caucasian | 53 |B/13.5 g 6 erum creatinine B.5 mg/100 mL D6 to 1.1 mg/100 mL Probably not  None
increased
B/13.5 g 6  [Hyperkalemia 5.4 mEqg/L 3 to 5 mEg/L. Probably not  None
B/13.5 g 6 IBUN increased 121 mg/100 mL 20 to 40 mg/100 mL Probably not  [None
B/13.5¢g 7 [Serum creatinine 3.7 mg/100 mL 0.6 to 1.1 mg/100 mL Probably not  [None
fincreased
B/13.5 ¢ 7 Hyperkalemia 5.9 mEg/L. B to $ mEq/L Probably not  [None
B/13.5 g 7 [BUN increased 145 mg/100 mL 20 to 40 mg/100 mL Probably not  [None
‘B135g 7 |Leukocyte count 16.44 ths/mm’ 0.8 to 10.6 ths/mm’ Probably not  [None
increased
B/13.5¢g 16  Serum creatinine 2.9 mg/100 mL 0.6 to 1.1 mg/100 mL Probably not  [None
increased :
B/13.5 ¢ 16 [BUN increased 137 mg/100 ml, 20 to 40 mg/100 mL Probably not  [None
0473 (017054 M [Black 25 [B/135 ¢ 4 Hemoglobin 5.1 g/dL 14.3 10 18.3 gnmvdL Definitely not  [None
Kecreased
06951017054] M [Black 56 [B/6.75 ¢ 2 Fzmm creatinine 340 U/mol/1. 60 10 120 U/mol/L Definitely not  [None
increased
Displays daily dose 1 day prior to laboratory adverse experience.
Drug A is MK-0826.
Drug B is piperacillin/tazobactam 3.375 g.

(Applicant’s Table 76, Volume 13 of 22, pages 284-287)

Medical Officer’s Comment: As previously noted in MO’s comments, the MO does not feel that study drug

relatedness can be excluded as a cause of laboratory adverse eve e
————preCCUinT Al

7.1.1.2.7 Assessment of Tolerability
An assessment of tolerability at the IV study drug infusion site was performed daily
while the patient was on study therapy. The intensity 6f specified local infusion-related
Symptoms was rated as mild, moderate, or severe. Of patients who experienced one or
more local reactions at the infusion site, 60/317 (18.9%) were in the MK-0826 1 gm
group and 57/325 (17.5%) were in the piperacillin/tazobactam group. If local
intolerance was felt by the Investigator to reach the level of a clinical adverse
experience, the adverse experience was reported as a clinical syndrome (e.g. local
phiebitis/thrombophlebitis) and was displayed as “infused vein complication” in the
counts of clinical adverse experiences. A clinical adverse experience of “infused vein
complication” was reported for 6/316 (1.9%) of patients in the MK-0826 1 gm group and
9/325 (2.8%) of patients in the piperacillin/tazobactam group. The following table
presents the proportions of patients réporting any local reactions and the proportions of
patients reporting one or more symptoms of moderate to severe intensity.

2 APPEARS THIS WAY
ON ORIGINAL
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Number (%) of Patients With Symptoms of Intravenous (IV) Therapy Intolerance
During Intravenous (IV) Therapy

(Treated Papulation)
Tremment Gry
MEK-0826 1 g (A) Piperacillin: Tazobactam (B) Differcace
{(N=3164 IN=325) (A-B)
o'm %) (5% Ch nm (%) (95% Ch % (95% Ty

Patients with ane ormare | 607317 {18.9) {14.6. 23.6) 87325 (115) 134, 21.7) L4(-4.6 74}

2ynpioims
Patics with cac or more | 260347 (8.2) Gy 207325 (6.2) {3.5,4.8) 2.0(-1.9.6.0)

symptoms of modoratc-

to-seveTe miensity

"AN 5330 in the MK-0826 | group is counted @ aTos; s patient was randomized bat never receaved study drug,
N = Number of treatcd paticnta in each treament group,
nim =Numbar of parients reposting imolexability symp
“Not Done™ were not countad,

Cl = Canfidence interval,

. (Applicant’s Table 82, Volume 13 of 22, page 295)

of pationts with an sssemmens, Patients with an asscsament

Medical Officer’s Comment: Overall the rates of local reactions were similar in the 2 treatment groups.

7.1.1.2.8  Adverse Experiences of Special Interest
Four adverse experiences were prespecified for more detailed review because of
preclinical findings (neutropenia), adverse experiences associated with B-lactam

antibiotics as a class (liver function elevations and rash), and adverse experiences
t T pencm antimicrobials (seizures).

Seizures

One patient in the MK-0826 1 gm group (AN 0955) reported a seizure (grand mal)
during parenteral therapy: Judged by investigator to be serious and possibly drug related.
Two patients (ANs 0272 and 53 99) in the piperacillin/tazobactam reported a seizure
disorder during parenteral therapy. AN 0272’s adverse experience was considered by
the investigator to be serious and probably related to the study drug therapy. AN 5399°g
adverse experience was considered serious by the investigator but definitely not study
drug related. AN 0955 and AN 0272 did not have a prior history of seizure disorder
(these patients were previously described in Section 7.1.1.2.4 of this review).

AN 5399 had a prior history of epilepsy and was being treated with phenobarbital and
valproic acid and was reported to have had a single seizure on study day 4 that consisted
of “left side of her mouth was twitching, her eyes rolled back”. This patient’s hospital
course was also complicated by hypomagnesemia, efficacy failure, elevated blood
pressure, sinus arrest, a deep vein thrombosis of the left internal jugular (no intravenous
line had been present), and SVT. The patient was discontinued from study drug on Day
10. The patient subsequently experienced 1 minute of ventricular tachycardia on Day
22, atrial fibrillation on Day 23, and death on Day 29 due to unknown causes,
) _

eutropenia/Liver Enz Elevatio
In addition to reviewing investigator-reported laboratory adverse experiences, the
Applicant performed an assessment of the relative laboratory safety of each treatment
group by using predefined Clinically Significant Laboratory Abnormalities (CSLAs) for
specified tests and identifying patients whose worst laboratory value represented a
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worsening from baseline and met the criteria for a CSLA. In order to be considered in
the analysis for CSLAs, patients had to have a baseline laboratory value, at least | post-
baseline laboratory test and have normal ranges in the database. For platelet count,

Number (%) of Patients With a Clinically Significant Laboratory Abnomnality (CSLA)
by Treatment Group
During Study Therapy and 14-Day Follow-Up Period
(Treated Population)

MEDE26 MK082s Piperacillin/
lg I3g Tazabactam
Laboratory Test CSLA Criteria (N=316) (N=14) iN=125)
n'm % nm % m'm %
Absolute neutrophil count (ths/mm”) <1.8 5209 [ 18 [T 02 00 [ s203 | i3
) < 23279 | 07 121 0.0 1:293 03
ALT (UL >2.5 = ULN 201658 75 11 91 237264 87
. >5.0x ULN 4,265 1.5 011 00 1264 0.4
AST (L/L) >2.5 x ULN 30288 104 202 167 | 227089 7.6
5.0 x ULN 6288 21 112] &3 3:289 1.0
Direct serum bilirubin {mg/dL) >1.5 x ULN 197146 13.0 o1 0o 25/150 16.7
>2.5 x ULN 137146 89 W1 0.0 16150 10.7
Hematocrit (%) <24 1308 [ 36 (" an3) 00 nsie | 34
Hemoglobin | gmidL) <¥ 16308 51 1113 77 14/319 4.4
Platelet count (thy/mm®) <75 T304 | 33| 13| 77| s316 | as
<30 67304 20 13| 77 2316 0.6
Serum alkaline phosphatase (L/L) »2.5 x ULN 17:281 6.0 2:12) 1687 | 20086 70
=5.0x ULN 3281 I.1 012] 00 /386 0.7
Seruru creatining (mg/dL) > 5x ULN 8304 | 26 | 243] 154 { 10m1s | 3
. >3 x ULN 2304 0.7 1/13 7.7 27318 0.6
Toual serum bilirubin {mg/dL) =15 < ULN 197283 8.7 3121 250 16:288 5.6
>2.8x UIN 10253 1.5 1712 %13 7:188 2.4
CSLA = Clinically significant laboratory abnormality,
L'LN = Upper limit of norma! rangs of values.
N = The total ber of 1 d patient in eatment group.
n‘m = Number of patients with CSLAnumber of patients with the laboratory test at baseline and thaseline,

(Applicant’s Table 85, Voiume 13 of 22, page 302)
Rash

During parenteral therapy and the 14-day follow-up period 9 patients in the MK-0826
“group and 10 patients in the piperacillin/tazobactam group had an adverse experience of
rash, which included the terms rash and drug eruption. Drug-related rash was reported
for 1 patient (AN 0201) in the MK-0826 1-g group and 2 patients (ANs 5329 and 5394)
in the piperacillin/tazobactam group. Each of these 3 patients had a rash that was
classified as moderate in severity, nonserious, drug related, and led to discontinuation of
therapy.
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Medical Officer’s Commena: Although AN 5399 had multiple other potential reasons that may have contributed
10 her having a “seizure”, the MO does not believe that the role of the Study drug (piperacillin/tazobactam) can
be completely excluded.

Overall the rates of neutropenia, liver function abnormalities, and rash were comparable between the two
treatment groups.

The two patients (ANs 5398 and 5 713) in the MK-0826 1 &m group that had ANC < 1.0 cells/ul are notable;
however, both patients had probable alternate explanations Jor neutropenia. AN 5398 received chemotherapy
one day prior to entering the study for Non-Hodgkins lymphoma and on study day 7 had an ANC of 234
cells/uL, which returned to normal prior the to the DCIV visit. AN 5713 was HI V positive and the Investigator
attributed this patients persitantly low ANC (640-1409 cells/ul) during study therapy to his HIV status; however,
no follow-up WBC beyond the DCIV visit was available. Therefore it is difficult to exclude a contribution of
MK-0826 to this patient’s low ANC.

7.1.1.2.9 Indication Safety and Tolerability Conclusion
In adult patients with complicated intra-abdominal infections (IAD) treated for 5 to 14
days with intravenous administration of MK-0826 1 gm per day the following
conclusions regarding the safety and tolerability can be drawn:

1. The safety profile of MK-0826 1 gm per day was similar to piperacillin/tazobactam

3.375 gm every 6 hours with the exception of deaths occurring during the study

perrod—Demis appear atnbutable 1o underlying disease.

2. A statistically significant larger percentage of deaths occurred in the MK-0826 1 gm
group (13/316) compared to the piperacillin/tazobactam 1 gm cohort group (3/307),
when the groups that died or had the onset of fatal adverse events during the
parenteral therapy period are considered (Fisher's p-value=0.020). The trend for a
higher percentage of deaths in the MK-0826 1 gm group compared to the
piperacillin/tazobactam 1 gm cohort group persisted in the parenteral therapy plus
14-day follow-up and entire study period phases; however, the differences in these
phases were not statistically significant.

3. The tolerability at the IV infusion site for MK-0826 was similar to that of
piperacillin/tazobactam.

4. The frequency of adverse events of special interest (seizure, rash, liver function test
abnormality, and neutropenia) for MK-0826 was similar to that of
piperacillin/tazobactam.

E APPEARS THis WAY
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7.12  Acute Pelvic Infections Indication
7.1.2.1 Reviewer: Jean M. Mulinde
Medical Officer, HFD-520

7.1.2.2 PROTOCOL 023: A PROSPECTIVE, MULTICENTER, DOUBLE-BLIND,
RANDOMIZED, COMPARATIVE STUDY TO EVALUATE THE EF FICACY,
SAFETY, AND TOLERABILITY OF MK-0826 VERSUS
PIPERACILLIN/TAZOBACTAM IN THE TREATMENT OF ACUTE PELVIC
INFECTION IN HOSPITALIZED WOMEN

Adverse experiences were recorded during IV study therapy and for 14 days after the
end of study therapy (safety follow-up period). The study therapy plus 14-day follow-up
period is the primary focus of the Applicant’s safety discussion; however, the Applicant
also provided analyses of the adverse experiences that occurred during the parenteral
period only,

Of the 412 patients enrolled, 406 patients received at least 1 dose of [V study therapy
and were included in the analysis of adverse experiences. Patients randomized to 1
treatment group who, due to dispensing errors, mistakenly received study therapy with
the other study treatment for the entire parenteral study period were analyzed based on
tved—Patiem , due 10 diSpensing errors, received
both parenteral study drugs at any time during the course of the study were analyzed
based on the treatment group to which they were originally randomized. The table
below provides an overall summary of safety during the parenteral period and 14-day
follow-up period. .

A TRRS THIS WAY
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Piperacillin/
MK-0826 Tazobactam
Clinical adverse experiences (AEs) {(N=214) {(N=192)
Number (%) of patients n (%) n - (%)
with one or more AEs : 105 49.1) 98 (51.0)
with no AE 109 (50.9) 94 (30.0)
with drug-related AEs' 48 . (224) 43 (22.4)
with serious AEs 14 (6.5) 12 (6.3)
with serious drug-related AEs 3 (1.4) 0 (0.0)
who died 2 (0.9) 0 (0.0)
discontinued due to an AE 12 (5.6) 8 (4.2)
discontinued due to 3 drug-related AE 3 (1.4) 0 (0.0)
discontinued due to a serious AE 10 a.m & 3.1)
discontinued due to a serious drug-related AE 3 (l.4) 0 (0.0)
Piperacillin/
MK-0826 Tazobactam
Laboratory Adverse Experiences
Number of patients with at least one laboratory test (N=197) (N=185)
postbaseline
Number (%) of patients o (%) 1 - (%)
with one or more AEs a8 (19.3) 17 (20.0y
with no AE. 159 (80.7) 148 (80.0)
with drug-rclated AR X (3 | 9 (15.7)
with serious AEs 3 (1.5) 2 (1.1}
with serious drug-related AEs 3 (L5) 2 (1.1
who died 0 (0.0} 0 (1K1}
discontinued due to an AE 1 (0.5) 0 0.0y
discontinued due to 5 drug-related AE 1 (0.5) 0 (0.0)
discontinued due to a serious AE 1 (0.5) 1] 0.0y -
discontinued due to a serious drug-related AE 1 (0.5) 0 (0.0)
‘ * Determined by the investi tor to be possibly, probabl , o definitel related,

(Applicant's Synopsis Table, Volume 20 of 22, page 30)

7.1.2.2.1 Extent of Exposure
Of the 412 randomized patients, 406 patients (214 in the MK-0826 1 gm group and 192

total daily dose of parenteral therapy is displayed. A patient was counted multiple times
if, during the course of the study, the patient’s daily dose changed, but was counted once
in the any dose display.

in the ertapenem group) due to the 6-hour dosing schedule, if the sixth dose was begun
within the 24 hour period, or b) a patient’s dosing schedule was shifted based on the
protocol specified rule that a dosing shift (the 12-hour dosing shift resulted in patients
receiving two 1 gm doses in the first 24 hours) was allowed to aid drug administration
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scheduling once during the course of the study for each patient at the discretion of the
Investigator.

In the piperacillin/tazobactam group, the dosing shift did not alter the dosing schedule
since every dose dispensed was piperacillin/tazobactam. Due to the every 6-hour dosing
regimen over a 24-hour period, some patients actually received a fifth dose within a
calendar day. Therefore, 11 patients in the piperacillin/tazobactam group received
16.875 g of study drug for 2 or less days.

AP EARY (HID WAT
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Extent of Exposure b} Dose and Duration
) {Treated Pepulation)
~ &E...rﬂ of Davs on Pasenteral Therapy
. Total Days
Treatment Giraup <2 Jind Sto & Tta 8 Yio 10 11012 fli4 *15 Total Pationts Ranee Mcan

MK-03826 . . _
Any Dose 25 116 5i 14 1 I ) 0 nst | Sug 42
05y ! o 0 0 0 0 0 0 t _ 1 19
g 3 09 1% 14 7 | 1 o 213 87 11
2y 20 1 0 1] ] o o 0 X 2 |
ig 2! 0 0 0 0 0 0 0 2 _ 2 10
a3 0. 1 0 0 0 0 0 0 [ __ 4 49

Piperaciltin/ Tazobactam |
Any Dosc™ : 9 107 48 19 7 4 0 ] 194" 929 43
225, ' 0 0 0 0 o 0 0 ) _ ] 10
33754 100 ¢ 0 0 ] 0 0 100" _ 1 1
135y k| ¢ 0 0 0 0 0 0 3 _ 4 (8!
6.75g 106 o 0 0 0 0 0 166 _ 153 14
g 2 0 9 0 0 () 0 bl 4 29
0125 g 17 ¢ ¢ o 0 4 0 0 77 9 12
135¢ 87 & b s 2 b 0 0 179 | 4y 3.1
160,875 4 Il { [} 1] [} i 0 0 1t N 13 1.2

' AN 8036 was incarrecily reported in the piperacillintozob Pam treament group. The patient received dhscs of MK-0328 g pipemeilhinvtazobactam,

* lncludcs ANs 7680 and 7709 who cach reccived 2 £ MK-0826 for 2 days.

* Includes AN 8218 who rogenved 3 & MK-08256 for ) day.

T ANTEI7 was incomenly recorded as receiving 4 8 MK-0826 for 4 days and 3 ¢ MK-0826 for 1 day.

' lncludes ANs 7134 and 7354 in the MK-0926 icatment group who inadvertemly reecived ong 3.375-¢ ddpe of piperacillintazobactam.

| Notc: The table displavs the nuniber of alients receiving cach daily dose. A panent may be commed mutiipth 1imes i durin, the course of the study, i
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(Applicant's Table 50, Volume 20 of 22, page 182)

The extent of exposure to IV study
displayed in the table below.

drugs by treatment group for the treated population is

Extent of Exposure (Duration of Therapy) by Treatment Group
(Treated Population)

Piperacillin/
MK.0826 Tazobactam Total
(N=214) (N=a192) (N=406}
Days on Study Therapy
n 214 192 406
Mean 42 4.8 4.3
5D 20 1.8 1.9
- Median 4.0 40 4.0
Range . " . N
Days Missed Therapy T
” n 56" 5 F 56"
Mean 1.0 1.0
SD 0.0 0.0
Median 1.0 1.0
Range ) -
N“Nu - . o - e ___ e — — ————— ____F
n«Number of patients in category.
" Fifty-six (56) patients were counted 2s missing a dose of study therapy because they received only placebo doses
L on the last day of study therapy.

(Applicant's Table 24, Volume 20 of 22, page 97)

Medical Officer’s Comment: Although the median days of therapy were equivalent between the two groups, the
mean extent of exposure was 0.6 days greater in the piperacillin/tazobactam group.,

7.1.2.2.2 Deaths
Two deaths were reported during the entire study period (not limited to the 14-day
follow-up period), both in the MK-0826 group (AN 7500 and AN 8618). Neither death
was considered to be related to study drug by the Investigators. Narratives of these
deaths are provided in Appendix 28. The table below lists all deaths reported during the
entire study period.
Listing of Patients With Death
During Study Therapy and 14-Day Follow-Up
(Treated Population)

AN | Study [Gender] Race Age| Daily Relative Adverse Duration [Intensity Drug Action Outcome
Number Dose' Day Experience |of Adverse Relation- Taken?
of Onset Experience ship
MK-0826
7500 | 023029 F aucasian { 42 [A/l g 4 hock, septic M days evere finitely not Discontinued [Still present
, P /50 mL
P /50 mL 7 [Death evere  Definitely not
618 | 023068 F Kaucasian | 17 [a /] g 1 Septicemia {7 hours evere  Definitely not [Discontinued [Still present
Off drug 2 Death evere  [Definitely not
g A is MK-0826. ]
g P is placebo.
Displays any change of daily dose that occurred within the duration of the adverse experience.
Action taken with regard to the study drug therapy due to the adverse experience.

(Applicant's T

able 57, Volume 20 of 22, page 198)
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Medical Officer's Comment- Based on the MO's review of the CRFs and narratives Jor these patients, ir appears
that these deaths can be attributed to uncontrolled infection and severe sepsis.

7.1.2.2.3  Other Serious Adverse Events
The following table displays, by body system, the number (percent) of patients with
serious clinical adverse experiences with an incidence of >0% in one or more treatment
groups that occurred during the entire study period. Fifteen patients (7.0%) in the MK-
0826 group and 12 patients (6.3%) in the piperacillin/tazobactam group had serious
clinical adverse experiences, this included 1 patient in the MK-0826 group (AN 7096

who developed recurrent endometritis) who had a serious adverse experience reported
more than 14 days after discontinuation of study drug therapy).

APPEARS TH)s WAY
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Number (%) of Patients With Serio

Acute Pelvic Infections Safety

us Clinical Adverse Experiences
(Incidence >0% in One or More Treatment Groups) by Body System
During Entire Study
(Treated Population)

(Applicant's Table 58, Volnme 30 of 22, pages 199-200)

Piperacillin/
MK-0826 Tazobactam
(N=214) (N=]92 )
n (%) n %)
Patients with one or more serious adverse 15 {1.0) 12 6.3
experiences
Patients with no serious adverse experience 199 (93.09 180 {91.8)
Body as a Whole/Site Unspecified 6 2.8) 3 (1.6)
Bacteremia ] 10.5) 0 (0.0)
Death 2 (0.9} 0 {0.0)
Drug overdose 3 (14} 1 (0.5)
Fever 1 {0.5) 0 (0.0)
Septicemnia 1 (0.5} 1 {0.5)
Shock, septic 1 {0.5) 1 (0.5)
- Cardiovascular System 3 (149 3 (1.6)
Cardiac arrest 1 (0.5} 0 (0.0)
Embolismyinfarction, pulmonary 0 0.0} 1 (0.5) -
Hematoma 1 {0.5} 1 {0.5)
Hemorrhage, subdyral 1 (0.5) 0 {0.0)
Phlebitig/throm iti & LAY T (0.5)
Digestive System 0 0.0) 1 (0.5)
Abscess. subfascial 0 (0.0) 1 (0.5)
Hemic and Lymphatic System 1 0.5) 0 ®.0)
Anemia, hemolytic 1 . (0.5} 0 (0.0)
Nervous System and Psychiatric Disorder 2 0.9) 1 *.5)
Delirium 1 (0.5} 0 {0.0)
Depressive disorder 0 (0.0} 1 (0.5)
Seizure disorder 1 (0.5} 0 {0.0)
Respiratory System 2 0.9) 4 (1)
Edema, pulmonary 1 (0.5) 0 {0.0)
Etfusion, pleyral ¢ (0.0} 1 (0.5)
Pneumonia 0 (0.0) 1 {0.5)
Respiratory distress 1 {0.5) 0 (0.0}
Respiratory distress syndrome 0 {0.0) 1 (0.5) -
| Superinfection. pulmonary _ ] 0.0} 1 0.5
Skin and Skin Appendage 0 (0.0) 1 (0.5)
Infection. wound, postoperative 0 {0.0) 1 {0.5)
Urogenital System 6 (2.8) 2 (1.0)
Breast-feeding, use during 0 (0.0} 1 (0.5}
Endometritis 1 (0.5) 0 (0.0)
Hemomhage, uterine 1 (0.5} 0 0.0
Infection, pelvic 2 (0.9} 1 (0.5)
Labor abnormality 1 {0.5) 0 {0.0)
Pyelonephritis 1 (0.5 0 (0.0)
Renal insufficiency 1 (0.5) 0 0.0
Entire study period includes study therapy and entire follow-up peniod not limited © 14 days.
Although a patient may have had 2 or more serious adverse experiences, the patient is counted only once
within a category. The same patient may appear in different categories.
All body systems are listed in which ar least | patient had a serious adverse experienice.
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The following table displays, by body system, the number (percent) of patients with
serious drug-related clinical adverse experiences with an incidence of >0% in one or
more treatment groups that occurred during the entire study period. Three patients
(1.4%) in the MK-0826 group and no patients in the piperacillin/tazobactam group had
serious drug-related clinical adverse experiences.

Number (%) of Patients With Serious Clinical Adverse Experiences
(Incidence >0% in One or More Treatment Groups) by Body System

During Entire Study Period
(Treated Population)
Drug Related
Pnperaciilm/ |
MK-0826 Tazobactam
(N=214) (N=192)

n (%) n (%)

Patients with one or more serious drug-related 3 (L4) 0 (0.0)
adverse experiences'
Patients with no serious drug-related adverse 211 (98.6) 192 (100)
experience

Bady as & Whale/Site Unspecified 2 0.9) 0 (0.0)
Dryg overdage 2 ; 1) (0.0)
Urogenital System 1 0.5) 0 0.0)
Renal insufficiency 1 10.5) 0 (0.0
" Determined by the investigator to be possibly, probably, or definitely drug related.
Entire study period includes study therapy and follow-up periad, not limited to 14 days.
Although a patient may have had 2 or more serious drug-related adverse experiences, the
patient is counted only once within a category. The same patient may appear in different
categories.
All body systems are listed in which at least 1 patient had a serioys drug-related adverse
experience.

(Applicant's Table 59, Volume 20 of 22, page 202)

Medical Officer’s Comment- 4 Ifter reviewing the narratives and CRF $ for patients with serious adverse events,
the MO agrees with the Applicant’s assessment that the majority of events were most likely due to efficacy
Jailures and/or underlying disease. However, the MO JSeels that study drug cannot be excluded as a contributing
Jactor for the delerium experienced by AN 7116 (MK-0826 group) and the dizziness experienced by AN 8238

(MK-0826 group). The Applicant’s narratives for these two patients are as follows:

AN 7116

A 24-year-old female with no significant prior history, 4 days status post an emergent cesarean
section was placed on therapy with IV MK-0826 for the treatment of endometritis. The patient _
received 2 doses of the study medication. On Study Day 1, the patient began screaming and moving
her tongue around in an abnormal fashion. The patient was diagnosed with acute onset delirium
and was given 5 mg of haloperidol intramuscularly. The patient was seen by psychiatry who
yerified a diagnosis of transient delirium. Study drug therapy was then discontinued. The patient's
symptoms subsequently resolved. The reporting physician felt that the delirium was probably not
related to study drug therapy. ’

AN 8238

A 21-year-old female was placed on IV MK-0826 for endometritis. On Study Day 2, the patient
experienced an overdose: 1 dose of MK-0826 was infused every 6 hours. The patient was then
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discontinued from the study, The patient experienced mild dizziness that resolved the same day. No
other adverse experiences were reported in relation to the overdose. The investigator felt the drug
overdose was not related to study therapy. ’

Of the 3 patients in the MK-0826 group that had drug related serious adverse events, 2 patients (ANs 7680 and
7709) had drug overdose due to Pharmacy dispensing errors and received 4 doses of MK-0826 within a 24 hour

Period. Neither of these Ppatients was reported to have had any other clinical or laboratory adverse event. T, hey
" were both discontinued from study drug on study day 2 after dosage administration errors were detected. The

renal fuilure.

7.1.2.2.4 Dropouts
Eleven patients (5.1%) in the MK-0826 group and 8 patients (4.2%) in the
piperacillin/tazobactam group discontinued study therapy due to clinical adverse
experiences. No additional patients discontinued from the study due to clinical adverse
event beyond the intravenous phase of the study. The most common reason for study

drug di i s¢ (1.5%), which occurred

in 4 patients (ANs 7772, 7680, 7709, and 8238). One patient (AN 8439) in the
piperacillin/tazobactam group was also reported as having a study drug overdose, which

discontinuation in the piperacillin/tazobactam group was fever (1.0%), which occurred
in 2 patients (ANs 7111 and 7359). Two patients (ANs 7340 and 7600) in the MK-0826
group were also reported as having fever, which led to discontinuation of study drug,

Three patients in the MK-0826 group (ANs 7319, 7680 and 7709) were reported to have
had a drug-related clinical adverse experience that led to discontinuation of study
therapy. These are the same patients that were previously described as having had
serious drug-related adverse experiences. No patients in the piperacillin/tazobactam
group had a drug-related clinical adverse event that led to discontinuation of study drug.

Jeel that study drug can be excluded as possibly related to the delirium experienced by patient AN 7116.
The following table lists all patients that were discontinued Sfrom study therapy due to a clinical adverse
experience; patients highlighted are those pati
experience in the opinion of the Applicant and/or the MO. The reasons for discontinuation from study therapy

were primarily related to efficacy failure and Pharmacy dispensing errors resulting in study drug overdose.
r
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Listing of Patients Discontinued Due to Clinical Adverse Experiences
During Parenteral Therapy
(Treated Population)
Relative Duration Drug
Study Daily Day Adverse of Adverse |Relative Day of Relation-
AN |Number |Gender] Race Age Dose’ of Onset Experience Experience | Discontinuance Intensity ship Serious| Outcome
MK-0826
23006 F ispanic | 24 JA7I g 1 lirfum 13.5 hours 24 oderate [Probably not fyes
23016 F aucasian | 23 [P /100 mL 3 enal insufficiency [7 days 3 evere obably es
340 023018 F  [Black 0 An2g 1 lonephritis 19 days 19 Moderate Definitely not No
A/l g :
P /50 mlL
A2e 1 lleus H days Mild Definitely not No
A/l g
P /50 mL
A/lg 2 Diarrhea 6 days Moderate Definitely not [No
P /50 mL
A/l g 2 Fever 5 days Moderate Definitely not [No
. P /50 mL
7772 023024 F  [Black 24 A/l g 1 Drug overdose 2 hours 77 Mild Definitely not [No
023028 F Hispanic | 22 [a/2 g 1 Drug overdose P days 24 Mild Definite Yes
023028 F Hispanic | 17 fa /2 g 1 Drug overdose 10 hours R Mild Definite Yes
500 023029 F Xaucasian | 42 [a /] £ 4 Shock, septic 4 days 7 Severe Definitely not [Yes
600 023034 F  Hispanic 2] P /50 mL 8 Fever days 22 Moderate Probably not [Yes
945 023040 F  Hispanic | 30 |An g 1 Hemorthage, uterindl hour 15 Severe  Definitely not [Yes
A/l g 1 Labor abnormality |1 hour [Severe Definitely not [Yes
238 023052 F  Black 21 Ang 2 Drug overdose 12 hours 2 Moderate Definitely not [Yes
618 023068 F Kaucasian | 17 |a 1 g 1 Cardiac arrest I day 2 finjtaly aat-fkes
. } RemTieemT T hours evere  [Definitely not [yes
A/l g 2 Cardiac arrest 1 day evere  Mefinitely not [Yes
OfT drug 2 Edema, pulmonary [1 day evere  [Definitely not [Yes
iperacillin/Tazobactam
111 23006 F ispanic | 25 |B/6.750 g 3 ever hours 31 oderate Probably not [No ecovered
359 023018 F ispanic 17 B/10.125g 4 ever days 41 ild finitely not [No ecovered
798 023024 F Black 37 B/6.150 g 10 Infection, pelvic 1 day - 10 Severe  [Definitely not [Yes ecoverad
514 023029 F Caucasian | 4] B /6.750 5 espiratory distress H days 20 Severe  [Probably not Jyes .. ecovered
yndrome
908 023035 F Hispanic 19 B/10.125¢g 8 nfection, wound, KO days 26 Moderate Definitely not [Yes ecovered
0stoperative
035 023038 F [Caucasian | 17 B/3.375 z 2 eumonia b days 18 evere  [Definitely not [Yes ecovered
561023043 F Mestizo 21 B/6.750 g 1 hock, septic 11 days 25 evere  [Definitely not [Yes ecovered
439 023062 F_ Black 19 [B/13.500 g 2 £ overdose 1 day 35 Definitely not [Yes ecovered
g A is MK-0826. Drug B is piperacillintazobactam. Drug P is placebo.

t Displays any change of daily dose that occurred within the duration of the adverse experience.

(Modified Applicant's Table 56, Volume 20 of 22, pages 195-196)

7.1.2.2.5 Other Treatment Emergent Adverse Events

Overall, 203 of 406 treated patients (65.8%) had clinical adverse experiences reported
during study therapy and the 14-day follow-up period (105 [49.1%] in the MK-0826

group and 98 [51.0%] in the piperacillin/tazobactam group).

Medical Officer’s Comment: The Applicant displayed adverse events in tables broken down by >3% or 0%, In
the MO'’s tables that Jollow, the number of patients with specific clinical adverse experiences and the numper of

Ppatients with drug-related specific clinical adverse experiences 22% during the parenteral therapy period and

14-day follow-up period are displayed. Tables displaying the number of patients with specific clinical adverse
experientces and the number of patients with drug-related specific clinical adverse experiences 22% during the

1V study only period are displayed in Appendix 24,
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Number (%) of Patients With Specific Clinical Adverse Experiences
(Incidence 22% in One or More Treatment Groups) by Body System
During Study Therapy and 14-Day Follow-Up Period
(Treated Population)

MK-0826 Piperacillin/Tazobactam
(N=214) (N=192)"
n (%) n (o)
Patients with one or more adverse experiences 105 (49.1) 98 (51.0)
Patients with no adverse experience 109 (50.9) 94 (49.0)
ody as a Whole/Site Unspecified 32 (15.0) 18 (9.4)
dema/swelling 5 2.3) 1 (0.5)
Pain, abdominal 9 (4.2) 5 (2.6)
Cardiovascular System 41 (19.2) 4 (22.9)
Extravasation 9 (4.2) 6 3.0
Hematoma 6 (2.8) 5 (2.6)
fused vein complication 25 (1)) 29 (15.1)
igestive System 35 (16.4) 31 (16.1)
Constipation 5 (2.3) 11 .7
Diarrhea 14 (6.5) 7 3.6)
Nausea 12 (5.6) [ (3.1)
Vomiting 8 3.7 7 (3.6)
Musculoskeletal System 6 (2.8) 7 3.6)
Nervous System and Psychiatric Disorder 29 (13.6) 23 (12.0)
Dizziness 7 (3.3) 5 (2.6)
Headache 23 10.7) 17 (8.9
Respiratory System 18 (8.4) 17 (8.9
Cough 5 (2.3) 6 3.1
L7 S (5.6) 20 (10.4)
h 1 (0.5) 6 3.1)
rogenital System 21 (9.8) 15 (1.8)
FOnly adverse experiences that occurred during study drug therapy and 14 days after discontinuation of study drug therapy|
were counted, Adverse experiences or deaths teported more than 14 days after discontinuation of study drug therapy were
not counted.
-Although a patient may have had 2 or more adverse experiences, the patient is counted only once within a category. The
same patient may appear in different categories.
rAll body systems are listed in which at least | patient had an adverse experience,

(Modified Applicant's Table 105, Volume 20 of 22, page 347-350)
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Number (%) of Patients With Specific Clinical Adverse Experiences
(Incidence >0% in One or More Treatment Groups) by Body System
During Study Therapy and 14-Day Follow-Up Period

(Treated Population)
Drug Related
MK-826 Piperacillin/Tazobactam
(N=214) (N=192)
n (%) n (%) |
Patients with one or more drug-related adverse 48 (22.4) 43 (22.4)
eXperiences’ .
Patients with no drug-related adverse 166 (77.6) 149 (77.6)
EXperience
Body as a Whole/Site Unspecified 9 (4.2) 3 (1.6) ]
Cardiovascular System 24 (11.2) 28 (14.6)
Extravasation 7 (3.3) 4 2.1
Infused vein complication 17 (7.9) 24 (12.5)
Digestive System 16 (7.5 9 4.7)
Diarrhea 8 3.7 4 2.1
Nausea 6 (2.8) 3 (1.6)
Vomiting 5 (2.3) 4 2.1)
Nervous System and Psychiatric Disorder 7 (3.3) 7 3.6)
Headache -5 2.3) 5 (2.6)
kin and Skin Appendage 4 (1.9) 5 (2.6)
ash M e 4 21y
ﬁien'nmed by the investigator to be possibly, probably, or definitely drug related.
Although a patient may have had 2 or more drug-related adverse experiences, the patient is counted only
once within a category. The same patient may appear in different categories.
ALl body systems are listed in which at least 1 patient had a drug-related adverse experience.
-Only adverse experiences that occurred during study drug therapy and 14 days after discontinuation of
study drug therapy were counted. Adverse experiences or deaths reported )
more than 14 days after discontinuation of study drug therapy were not counted.

(Modified Applicant's Table 106, Volume 20 of 22, pages 351-352)

Medical Officer's Comment: With the exception of asthenia/fatigye, candidiasis, drug overdose, edema, Sever,
injection site induration, dysphagia, cough, and Pharyngeal discomfort that occurred in one or two patients in
the MK-0826 group, extravasation (3.3%% MK-0826 1 gm group and 2.1% piperacillin/tazobactam group),
diarrhea (3.7% MK-0826 1 Em group and 2.1% piperacillintazobactam group), nausea (2.8% MK-0826 1 gm
group and 1.6% piperacillintazobactam group), and dizziness (1.4% MK-0826 | &m group and 0.5%

" piperacillintazobactam group) were the only drug-related clinical adverse experiences that occurred in g higher
percentage of patients in the MK-0826 1 gm group, '

7.1.22.6 Laboratory Findings
Of the treated patients that had at least 1 laboratory test postbaseline, 38/197 (19.3%) in
the MK-0826 group and 37/185 (20.0%) in the piperacillin/tazobactam group had a
laboratory adverse experience during study therapy and the 14-day follow-up period.
The most common laboratory adverse experiences overall were increased platelet count
(10.6%), increased transaminases (AST [2.2%] and ALT [2.6%]) and increased alkaline
Phosphatase (3.5%). Increased platelet count occurred in 10.0% (19/190) of patients
receiving MK-0826 and 11.2% (20/178) of patients receiving piperacillin/tazobactam.
Increased AST occurred in 3.2% (6/185) of patients receiving MK-0826 and 1.1%
(2/175) of patients receiving piperacillin/tazobactam. Increased ALT occurred in 3.3%
(6/180) of patients receiving MK-0826 and 1.8% (3/171) of patients receiving
piperacillin/tazobactam. Increased alkaline phosphatase occurred in 4.6% (8/175) of
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patients receiving MK-0826 and 2.4% (4/169) of patients receiving
piperacillin/tazobactam.

One patient (AN 73 19) was discontinued from study therapy due to a laboratory adverse
experience of increased creatinine. This patient has been previously described in the
serious drug-related adverse events section of this review,

The number (percent) of patients with specific laboratory adverse experiences with an
incidence 20% in one or more treatment groups by laboratory test category and the
number (percent) of patients with specific drug-related laboratory adverse experiences
with an incidence >0% in one or more treatment groups by laboratory test category
occuring during the study therapy and 14-day follow-up period are displayed in the
following tables.

APPEARS THIS WAY
O ORIGINAL

APPEARS THIS WAY
ON ORIGINAL
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Number (%) of Patients With Specific Laboratory Adverse Experiences
(Incidence >0% in One or More Treatment Groups) by Laboratory Test Category
During Study Therapy and 14-Day Follow-Up Period
(Treated Population)

Piperacidlin
MK-0826 Tazobactam
(N=214} (N=192)
n'm Y n'm ") ]

Paticits wath one or more adverse expeTienoes 38197 (193) 3185 (20.0)
Patients with o adverse experience 159:197 30.7) 148/1385 (80.0y
Rlood Chemistry 16159 (3.3) 1X178 (6.7)
ALT decreased 1180 {0.6) w17y 10.0)
ALT increased 6/180 33 im {1.8)
AST dccreased 1/185 (0.5) 0175 0.0)
AST increased 6/185 32) xS LB
Direct serum bilirubin increased 17145 0.7 0140 {0.0)
Serum albumin decrensed 0177 (0.0) 1170 (0.6)
Serum alkaline phospharasc increased 178 (4.6) 4169 24
Serum calcium decressed 0168 (0.0) 14162 (0.6)
Serum creatinine increased 2180 (1.1} 2R (1.2)
Serum glucose decreascd 11184 0.5 0176 {0.0)
Serum glucose incressed 1/184 0.5) 1176 (0.6)
Scrum potassium decreased 1183 0.4) 2176 (1.1)
Total serum bilirubin increased 1175 (0.6) 1169 0.6)
Tatal serum protein decreased 0/167 (0.0) 1/157 i0.6)
llkzmlnlngy — 1o \‘n-c..q

5 InCreased “ 1T (0.6) 2167 (1.2)
Hematocrit deereased 3192 (1.6} 17182 {0.5)
Hemoglobin decreassd 3192 (1.8 Xix {11
Platclet count decrmacd : X190 (1) 0178 0.0y
Platchet count increased 19/190 (10.0) W1 (11.2)
PTT increased 1'169 ., (08) 1:169 (0.6
Segmented acutrophils decreased 2117 n 1167 {0.6)
WBC decreased 2192 1K) g2 (1.6)
WBC increased 1192 {0.5) 1182 {0.5)
Urinalysis : MM 2.8) 3160 .1
Urinz bacteria increased X175 (1.1) 1160 (0.6)
Urine glucose increased 0176 0.0) 1155 (0.6)
Urine RBCs increased 2178 (1.1) 1160 0.6)
Urine WBCs increased 4/175 (2.3} 3160 {1.9)
Miscellancens in (104) e (n.a)
Clasiridiym diflicile woxin, positive /1 (100) &0 (0.0
N=Total numbcr of paticats PeT Ueatment group.
' o/m = Number of paticits with laboratory adverse exporience/mumber of paticms with laboratory teat.
MlhwhapﬂimmyhawhadZwmadvuucxpuim the paticne is counted only once within 2 category.
The same patict may appear in differem catcgorics.
All categories are listed in which af leagt | paticnt had an adverse experience.
Onlyad\uscﬂpericnccsﬂlmommuidm'ingsmdydrugﬂlﬂapyand l4daysaﬁ:rdi.womimimnfmdydmg
therapy were commed. Adverac cxpericnees or daaths repotted more than |4 days after discontinuation of study drug
t W not counted




NDA 21,337 212 Actte Pelvic Infections Safety
MO Review

Number (%) of Patients With Specific Laboratory Adverse Experiences
(Incidence >0% in One or More Treatment Groups) by Laboratory Test Category
During Study Therapy and 14-Day Follow-Up Period
(Treated Population)

Drug Related
Piperacillin/
MK-0826 Tazobactam
(N=214) (N=192)

wm (%) n/m (%a)

Patients with one or more drug-related adverse 26/197 (13.2) 29/185 ° (15.7)
experiences?
Patients with no drug-refated adverse experience 1711197 (86.8) 136/185 {34.3)
Blood Chemistry 13/188 (6.9) 8178 “4.5)
ALT increased 6/180 (3.3) ¥171 (L.8)
AST increased 6/185 (32) 2/175 (L1 -
Serum alkaline phosphatase increased 8175 (4.6} 4/169 (2.4)
Serum creatinine increased 1/180 (0.6) /172 (0.6}
Serum glucose increasad 1/184 (0.5) o176 (0.0)
Total serum bilirubin increased 0175 10.0} 1/169 {0.6)
Hematology 17195 8.7) 1% (12.0)
Eosinophils incregsad 177 0.0} 2167 (1.2)
Hemoglobin decrsased 1/192 (0.5) 0/182 (0.0
Platelet coupt dacrescad 17TY0 10.3) /178 (0.0)
Platelet count increasad 14/190 (7.4} 18/178 (101
PTT increased 1/169 (0.6) 1/169 (0.6)
Segmented neutrophils decreased 1177 {0.6) 17167 {0.6)
WBC decrzased 2/192 (1.0 27182 {1.1)
Uriaalysis 1177 . (0.6) /160 (1.%)
Urine bacteria increased w175 (0.0) 1'160 (0.6)
Urine RBCs increased w175 (0.0) 1/160 (0.6}
Uirine WBCs increased 1/175 (0.6} 3/160 {1.9)
Miscellaneous m (100) 0/0 9.0)
Clostridium difficile toxin, positive 1/] (100) 0/0 (0.0}
Determined by the investigator to be possibly, probably, or definitely dryg refated.

N=Tatal number of patients per treatment group.
* n/m = Number of patients with laboratory adverse experience/number of patients with laboratory nast,
Although a patient may have had 2 or more drug-related adverse experiences, the patient is counted only
once within a category. The same patient may appear in different categories
All categories are listed in which at least 1 patient had a drug-retated adverge expetience.
Only adverse experiences that occurred during study drug therapy and 14 days after discontinuation of
study drug therapy were counted. Adverse experiences or deaths reporied more than 14 days after
discontinuation of study drug therapy were not counted.

(Applicant's Table 125, Volume 20 of 22, page 375)

Medical Officer's Comment: With the exception of increased ALT, AST, and alkaline phosphatase, which
occurred approximately twice as Jrequently in the MK-0826 group, the incidence of laboratory adverse
experiences and drug-related laboratory adverse experiences was similar in the two treatment groups.

I

Five patients (2.5%) in the MK-0826 group and 3 patients (1.6%) in the
piperacillin/tazobactam group had serious laboratory adverse experiences that occurred
during the entire study period, all of which were considered drug related by the
investigators. For two patients in the MK-0826 group (ANs 7530 and 7912) and 1
patient (AN 7554) in the piperacilllin/tazobactam group the reported serious laboratory
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adverse experience occurred after the 14-day follow-up period. The table below
displays a summary for patients with serious laboratory adverse experiences that
occurred during the entire study period.

Listing of Patients With Serious Laboratory Adverse Experiences
During Entire Study Period :
(Treated Population)

lativel Laboratery Drug
Study Daily Day Adverse Value Nermal Relation-
AN |Number | Gender Race |Age| Dose’ |of Test Experience (Unit) Range J shi Action Taken
MK-0826 _
7319 p23016 F aucasian | 23 A/l g 3 €rum creatinine .2 mg/dL ! finitely iscontinued
! increased Sy
P /100 mL S ———
A/lg 4 [Serum creatinine 2.9 mg/dL we [Definitely  None
ncreased
Off drug 5 [Berum creatinine 5.3 mg/dL wmpemmtvmm  Definitely  None
ncreased
Off drug 6  [Serum creatinine 2.7 Me/dL | “S—————r, Definitely [None
ncreased
Off drug 7 Berum creatinine 2.2 me/dL e ——— Definitely [None
ncreased )
Off drug &  Kerum creatinine [1.6 mg/dL e Definitely  [None
ncreased
O drug 9 [erum creatinine |I.5 mg/dL. ,_.-—-/ Definitely  [None
increased :
S ———
7391 023020 F Hispanic 23 A/lg 5 jAlkaline 335 U/L o ikl e
prosphatase o —
kncreased
Off drug 34 |ALTincreased |118 U/L o [Possibly None
7530% j023027 F Hispanic | 4] Off drug 22 JALTincreased (128 U/L Probably  None
7911 23035 F  Mestizo 19 A/l g 5 [Neutrophils 33 % apmummmreesie [Probably  [None
klecreased
A/l g 5 ILeukocytes R.8 ths/pl. Probably  [None
decreased S
[7912% 023035 F  Mestizo 24 Off drug 25 INeutrophils 4 % i Definitely  [None
: decreased —
iperacillin/Tazobactam
554° 023027 F ispanic | 20 JOff drug 23 eutrophils 6% ot s [PObably one
decreased
Off drug 23 fLeukocytes 2.8 ths/mm’ | Probably  [None
decreased L eem————
7519 1023029 F Xaucasian | 40 [B/13.500 4 Activated PTT  [75 seconds ! Possibly None
- increased A oy,
252 1023053 F  [Black 16 B/13.500 11 €rum creatinine B.5 mg/dI. ——— Probably  INone
E\cmascd — )

 Displays the dosage received | day before the laboratory test.

 Three patients had serious laboratory adverse experiences afler 14-day follow-up period.
Entire study period includes laboratory adverse experiences that occurred more than 14 days after discontinuation of study therapy.
Drug A is MK-0826. Drug B is piperacillin/tazobactam. Drug P is placebo.

(Applicant's Table 66, Volume 20 of 22, pages 223-224)

Medical Officer's Comment: Notably, the association of study drug with decreased leukocyte and neutrophil
counts (absolute neutrophil count = 924 ths/mm’) on Study day 5 for AN 7911, in the MK-0826 group, is
particularly strong since this patient was not receiving other concomitant medications and did not have an 1y
other underlying medical events that would explain this adverse laboratory experience. By study day & (3 days

after completing Study therapy) the patient had normal neutrophil and lymphocyte counts.
s

At the DCIV visit and at the TOC visit (20 days post-therapy) AN 7912, in the MK-0826 group, was noted to have
leukocyte counts of 5.7 ths/mm’ with 47% neutrophils and 1% bands (absolute neutrophil count = 2736
ths/mn’) and 3.3 ths/mm® with 44% neutrophils (absolute neutrophil count = 1452 ths/mm’), respectively. Three
days after the Jollow-up visit an unscheduled laboratory was obtained and the leukocyte count had risen 1o 4.1
ths/mm’ with 43% neutrophils (absolute neutrophil count = 1763 ths/mm’). Based on the available information
the nadir for the absolute reutrophil count may have occurred at some time point between the DCIV and TOC
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Ppoint between the DCIV and TOC visits. The interpretation of the role of study drug in this event is confounded
by the fact that the patient received concomitant therapy with captropril JSrom study day -4 10 §.

7.1.22.7 Assessment of Tolerability
An assessment of tolerability at the IV study drug infusion site was performed daily
while the patient was on study therapy. The intensity of specified local infusion-related
Symptoms was rated as mild, moderate, or severe. Of patients who experienced one or
more local reactions at the infusion site, 67/213 (31.5%) were in the MK-0826 group and
69/192 (35.9%) were in the piperacillin/tazobactam group. Iflocal intolerance was felt
by the Investigator to reach the level of a clinical adverse experience, the adverse

experience was reported as a clin

. 5

and

experiences. A clinical adverse

ical syndrome (e.g. local phlebitis/thrombophlebitis)

TS Of Cliflical adverse

experience of “infused vein complication” was reported

for 25/214 (11.7%) of patients in the MK-0826 group and 29/192 (15.1%) of patients in
the piperacillin/tazobactam group. The following table presents the proportions of
patients reporting any local reactions and the proportions of patients reporting one or
more symptoms of moderate to severe intensity.,

Number (%) of Patients With Local Reaction Symptoms

During Intravenous (1V) Therapy

(Treated Population)
Treatment Grogp
MK-0826 1y (A) Plpﬂa:ﬂhnrl‘mhacum (B) Difference
(N=214) (N=192) {(A-B)
n'm (%) (95% CI) wm (%) {95% CD % (95%CD
Patients with one or more | 677213 (LS (252,37.7) | 691192 (35.9) (29.1, -448 (-13.7,4.7)
symptoms 42.7)
Patients with one or moce 26213 (121 (7.8, 16.6) | 24192 (12.5) (18,17 0.29(-6.7,6.1)
symptoms of moderare-
to-severe intensity
N=Number of treated patients in each treamens group.
n/m=Number of patients reporting an intolerabiliry sympton/mmber of potients with an assezyment Patients with an
. ] assessment “Not Dome™ were not counted,
d CI~Confidence interval.

(Applicant’s Table 72, Volume 20 of 22, page 234)

Medical Officer’s Comment: Overall the rates of local reactions were similar in the 2 treatment groups.
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7.1.2.2.8 Adverse Experiences of Special Interest
Four adverse experiences were prespecified for more detailed review because of
preclinical findings (neutropenia), adverse experiences associated with B-lactam
antibiotics as a class (liver function elevations and rash), and adverse experiences
associated with other carbapenem antimicrobials (seizures).

One patient in the MK-0826 1-g group (AN 7478) reported a seizure during the entire
study period. The patient was off study drug at the time of the seizure. The seizure

- ocurred on the evening following surgical evacuation of a subdural hematoma and
empyema and was judged by the investigator to be unrelated to study drug.

AY vati
In addition to reviewing investigator-reported laboratory adverse experiences, the
Applicant performed an assessment of the relative laboratory safety of each treatment
group by using predefined Clinically Significant Laboratory Abnormalities (CSLAs) for

the analysis for CSLAs, patients had to have a baseline laboratory value, at least 1 post-
baseline laboratory test and have normal ranges in the database. For platelet count,

_ab € L5LA cnitenia were defined

in terms of a fixed bound. For creatinine, total bilirubin, direct bilirubin, ALT, AST, and
alkaline phosphatase, the CSLA criteria were defined in terms of a fixed bound greater
than the upper limit of normal (ULN). The following table displays CSLAs for

_heutropenia and liver function assays during the study-therapy and 14-day follow-up

period.
APPEARS THIS WAY
ON ORIGINAL
APPEARS THIS WAY
ON ORIGINAL
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Number (%) of Patients With a Clinically Significant Laboratory Abnormality (CSLA)
by Treatment Group .
During Study Therapy and 14-Day Follow-Up Period
(Treated Population)

Number (%) With CSLA
MK-0826 PiperacillinTazobactam
Laboratory Test CSLA Criteria (N=214) (N~192)
n'm Ya m i
Absolute neutrophil count (ths/mm®) <1.8 4166 | 24 | isa 13
<1.0 0/166 | 0.0 0/154 0.0
ALT (UL) =28 ULN 3166 | 1.8 1/164 0.6
>5.0 x ULN 17166 | 0.6 0164 0.0
AST (UL) >2.5x ULN 6175 | 34 1168 0.6
>5.0 x LN V175 [ 1L | o166 0.0
Direct Serum Bilirubin (mg/dL) >1.5 x ULN /131 | 46 2128 1.6
=25 x ULN 5131 | 38 1/125 08
Hematocrit (%) =24 17191 | 89 | 17182 6.6
Hemoglobin (gm/dL) ' <8 C19/190 | 10. | 131182 7.1
]
Plateiet Count (ths/mm*) <75 27189 | 1] 0177 0
<) 1/189 | 0.5 0177 0.0
Serum alkgline phosphatase (U/1) >2,5 x ULN 364 | 1.8 | 2is9 1.3
»5.0 « ULN 0/164 | 0.0 0/159 00
Serum Creatinine (mg/dL) =15 > ULN 1178 | 0.6 3/168 L8
>3 = LN 0178 | 0.0 07168 0.0
Total Serum Rilirubin (mgrdL) >1.8x ULN 31671 1.8 1/162 0.6
>2.5 x ULN 1/167 1. 0.6 0/162 0.0
N=The total number of treated patients in treatment group.
wm=Number of patients with CSLA/mumber of patients with the laboratory tzst at baseline and
postbaseline,
ULN=Upgper limit of normal ¢ of values,

(Applicant’s Table 74, Volume 20 of 22, page 240)

Rash - |

During parenteral therapy and the 14-day follow-up period 1 patient in the MK-0826
group and 6 patients in the piperacillin/tazobactam group had an adverse experience of
rash, which included the terms rash and drug eruption. Drug-related rash was reported
for 1 patient in the MK-0826 group and 4 patients in the piperacillin/tazobactam group.
Each of these 5 patients had a rash that was classified as mild in intensity and none was
considered serious or led to discontinuation of therapy.

Medical Officer’s Comment: The Seizure that was experienced by AN 7478 was unlikely to be related to study
therapy, given that the timing of the event followed intracranial surgery. Although the numbers of patients that
experienced rash (drug related or overall) were small, the trend in this study suggested it occurred less
Srequently for patients treated with MK-0826. Overall, liver Sfunction abnormalities and neutropenia were
approximately twice as common in the MK-0826 group.
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Of the four patients in the MK-0826 group reported by the Applicant with ANC < 1800 ths/mm’, two patients
(ANs 7517 and 7528) experienced transient decreases in ANC during therapy that had normalized prior to the
DCIV visit, and two patients (ANs 7858 and 791 1) experienced decreases in ANC identified at the TOC visit, AN
7911 had normalization of ANC by 39 days post-therapy (see discussion of this patient in the MO's comment in
the serious laboratory adverse experiences section of this review). No further Jollow-up laboratories were
available for AN 7858. Of the 2 patients (ANs 7704 and 791 8) in the piperacillinftazobactam group reported by
the Applicant with ANC < 1800 ths/mm’, both patients had decreased counts at the DCIV visit. The ANC had
normalized by the TOC visit Jor AN 7704, but AN 7918 was lost to Jollow-up and no Jurther laboratory
information is available. In addition to the patients with decreased ANC reported in the Applicant's table, the
MO believes 2 additional patients (AN 7912 in the MK-0826 group and AN 7554 in the Piperacillin/tazobactam
group) that had ANC < 1800 at TOC visits beyond 14 days Post-therapy should be included (these 2 patients were
previously discussed in the MO's comment in the serious laboratory adverse experiences section). A revised
table, including these 2 patients, is displayed below. The incorportation of the 2 additional Dpatients by the MO
actually decreases the relative risk of ANC <1800 ths/mm’ Jrom 1.86, reported by the Applicant, to 1,58,

Laboratory Abnormalities of Special Interest—Neutropenia
During Study Therapy and 14-Day Follow-Up Period
According to the MO
(Treated Population)

MK-0826 (A) Piperacillin/Tazobactam (B) Relative Risk
Laboratorx Abnormality n m (%) n m (%) A/B
ANC decreased’ ; 5 166 G.0) 3 154 (1.9) 1.58

This table counts patients with ANC values decreased to <1.8 the/mm’ in patients with baseline values

21.8¢ 2 Q ine value in patients with

baseline ANCs below 1.8 ths/mm’,

m=Number of treated patients who had the laboratory test,
=Number of patients with laboratory abnormality.
I=Confidence interval.

C=Absolute neutrophil count.

(Modified Applicant's Table 75, Volume 20 of 22, page 242) -

7.1.2.2.9 Indication Safety and Tolerability Conclusion
In adult patients with acute pelvic infections treated for 3 to 10 days with intravenous
administration of MK-0826 1 gm per day the following conclusions regarding safety and
tolerability can be made: ' '

1. The safety profile of MK-0826 1 gm per day was similar to prpercillin/tazobactam
3.375 gm every 6 hours with the exceptions of mild to moderate liver function test
abnormalities and the development of decreased absolute neutrophil counts in
patients receiving MK-0826. :

2. The liver function abnormalities and decreases in absolute neutrophil counts that
were seen in patients in the MK-0826 group were not associated with clinically
significant adverse clinical events. _

3. The tolerability at the [V infusion site for MK-0826 was similar to that of
piperacillin/tazobactam,




Page Number

213

is a blank page.
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7.1.3  Community-Acquired Pneumonia Indication -
7.1.3.1 Reviewer: Jean M. Mulinde
Medical Officer, HFD-520

7.1.3.2 PROTOCOL 018: A PROSPECTIV E, MULTICENTER, DOUBLE-BLIND,
RANDOMIZED, COMPARATIVE STUDY TO EVALUATE THE SAFETY,
TOLERABILITY, AND EFFICACY OF MK-0826 VERSUS CEFTRIAXONE
SODIUM IN THE TREATMENT OF SERIOUS COMMUNITY-ACQUIRED
PNEUMONIA IN ADULTS

Adverse experiences were recorded during parenteral study therapy and oral study
therapy and for 14 days after the end of study therapy (safety follow-up period).
According to the Applicant, adverse experiences that occurred during the study
parenteral therapy period were more likely to be related to the parenteral study
therapy than those that occurred after completion of the parenteral therapy (i.e.,
during oral therapy or the follow-up period). For this reason, the Applicant
performed separate analyses for adverse experiences that occurred specifically
within the parenteral treatment period and for those that occurred during study
therapy and the 14-day follow-up period (i.e., parenteral and oral antibiotic

theramc-a.nd-l-d-dayufeueauu,, perrod):

Medical Officer's Comment: During the January 28, 2000 telecon between the Applicant and the

Division, the Applicant was told that the Division would consider both time periods equally in the
Division's assessment of the safety database. In the Jollowing sections of the Safety review, the
Applicant's analyses for the parenteral period (PP) will be presented and any significant differences that )
are noted between this period and the parenteral plus oral through TOC period (TP) will be mentioned.

Of the 502 patients randomized, 498 received at least 1 dose of parenteral study
therapy and are included in the Applicant's analysis of adverse experiences.
Patients randomized to 1 treatment group who, due to dispensing errors,
mistakenly received study therapy with the other study treatment for the entire
parenteral study period were analyzed based on the study therapy actually
received. Patients who, due to dispensing errors, received both parenteral study
drugs at any time during the course of the study were analyzed based on the
treatment group to which they were originally randomized. The table below

* provides an overall summary of safety during the PP and during the TP.

N APPEARS TH!S WAY
. !~ "ONORIGINALY

Wie e ave il
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Stady Therapy and [4.Day
Parcricenl Therspy - Folbow-Uy
MK-Ql26 Celirusxone MIK-0825 Cefnavome
Cliuleal adverse expericnces (AEs) (N=242} {N=2%6) (N=24 (N~2%6)
Number (%) of paricms n ) n (%) a ) n *2)

. with one o more AEs 1B @A) UM @83 [ 1616 115 (62.1)
with 80 AE 129 833t 508 | 93 w4y | 97 (37.9)
with drug-rebiied AEs" 27 dt |4 (e | 42 2h 1 a1l (3m,
wth serions AE; ] (74) 14 (5.5 31 Hig | 3 nan
with sarions dogerelated Afs | (0.4) /] (0.0 1 (0.4 0 {0.0)
who died | 2 {0.8) 4] (0.0} 7 2.9) 5 (241
discomtmsed dise 4 an AE 13 (5.4) B (3.1) 18 {7.4) 1% (74)
discomtinued due 10 & drug-retated AE 0 (0.0 0 (0.0y 1 (G4 R} {12)
discoatinued doe 113 a saviomx AF 9 (1.7) 5 (30 ] a2 (5.0 | 1s (549)
discontinuwed diss 10 & serious drug-relaned AR [} {0.0) G (0.0) 0 (0.0) ) {00}

Laboratury AEx

Nurtber of patsents with at leas | labocatory sest IN=232) {N-241) {N=234) (N-247
Nutber (%) of patisnts f (%) n (%) 2 (%) n (%)
with one o more AFs 58 (25.0) 55 (21.6) 77 {12.9) 21 (29.6)
with no AE 174 (0 1is8 (Mg | 167 67.1) [ 174 (0.4
with drug-reiated AE;:" ] | (34) | 2% aan | % (154 | (12.4)
with sericie AFs 7 (3.0} 4 (1.6} 9 {3.8) 4 {1.6)
With serions drgerelated AFs 5 (05)} | (1.6) '3 2.8) 4 (1.6)
who died 0 (0.0} 1] (0.0) 0 (0.0) 0 (0.0)
discoatinued due 10 xn AE 1 (0.4) 2 (0.B) 1 10.4) 2 {0.5)
discomtin 8 o1y TOO} [1] 0.0 0 (0.0)
disconiinied due 10 8 Reriows AE 0 0.0 a (0.0) 0 (0.0) 0 0.0
discontiningd dist 10 8 sriows drug-retmed AE 00y 0__ (00) 0 om 0 00)
[ Determined by the investigator 0 be possibdy, Lo definmely drug redatod.

(Applicant's Table Volume 15 of 22, page 30)

7.1.3.2.1 Extent of Exposure

The table below shows the extent of exposure to parenteral therapy by dose and
duration for all patients who received at least 1 dose of study therapy ("Any dose"
in the following table). The number of patients who received each total daily
dose of parenteral therapy is displayed. A patient was counted twice if during the
course of the study, the patient’s daily dose changed (i.¢ counted in both the 1 gm
and 2 gm dose groups in the following table). No patients received IM therapy
and no adjustments to dose were made for any patients due to their renal function.
The protocol allowed a one-time adjustment in dosing interval between the first
and second parenteral study drug doses, to accommodate local medication
administration schedules; 15 patients in the MK-0826 group and 13 patients in the
ceftriaxone group had this dosing interval adjustment and received two | gm
doses within the first 24 hour period (i.e., Day | of therapy).
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The extent of exposure to all study drugs (parenteral and oral) by treatment group
for the treated population is displayed in the table below:.

Extent of Exposure (Duration of Therapy) by Treatment Group

(Treated Population) -
MK-0826 | Cefiraxane Totat
(N=242) (N=256) (N=498)
Days on Study Thevapy (1V and gral)
n 242 256 498
Mean 10.5 10.9 107
D 4.0 s 39
Median 1.0 12.0 110
Range

Days on IV Thempy' T T T T
n 24 256 498
Mean 4.6 47 47
SD 27 2.6 27
Median 4.0 40 . 40
Range

Days on Oral Thesapy e —— F w1
n 192 208 400
Mean 74 1.6 15
sD 25 23 24
Median 70 7.0 70

[___Range T — ]

Days Misscd Theapy’ ———'——!—— —————
n 6 8 14
Mean 15 13 22
SD 19 0.7 27
Median 1.0 1.0 1.0

The option to administer parenteral study therapy by the intramuscular route was
nntuedinmypaﬁantinlhismdy.lhulummﬂm‘apymm

{ Total mmba-ufdayupaﬁunmi.ssadubomsoﬂmdythcmpy.

' Duetomaxﬁfaainﬂwdmhae.mepaﬁm(ANmz)wmvaemM
9 days of therapry. This puti actxnuynceivcd4daynofpnrmalthaayy
followed by 11 daysofmallhu’apywhhmmiuinsanyday&

IV = Intravencus.

N =Number of pstients in each treatment group,

1t = Number of patients in category,

(Applicant's Table 27, Volume 15 of 22, page 107)



NDA 21,337 222 Community Acquired Pneumonia Safety
MO Review

Medical Officer's Comment: The 2 treatm ent groups were similar with respect to extent of
exposure of both parenteral and oral study therapy by dose, duration, and days of missed
therapy.

7.1.3.2.2 Deaths
There were 8 deaths in the MK-0826 group and 6 deaths in the cefiriaxone group
among patients enrolled in Protocol 018 (7 deaths in the MK-0826 group and 5
deaths in the ceftriaxone group occurred during study therapy or the 14-day
follow-up period). The mortality rate was similar between the 2 treatment groups.
None of the deaths, nor the adverse experiences associated with the death, was
considered study-drug related, by the Investigators or Applicant. Narratives of
these deaths are found in Appendix 28. The table below lists all deaths reported
during the entire study period, including 2 that occurred afier the 14-day follow-
up period (AN 6272 in the MK-0826 group and AN 6197 in the cefiriaxone

~ group).

APPEARS THIS WAY

ONORTGTNAL

APPEARS THIS WAY
ON ORIGINAL
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Listing of Patients Who Died During the Entire Study Period'
(Treated Population)

Relative Duration Drug
AN Study Daily Day Adverse of Adverse Relation-
Number |Gender| Race | Age Dose* of Onset Experience Experience {Intensity _ship  |Action Taken
K-0826 :
281 018003 M Caucasian 35 MK-0826 1 g 2 Cardiac arthythmias 2 days Severe Probably not  Discontinued
Off drug 3 Death . Scvere  Probably not
431 018014 F  Hispanic ‘ 81 MK-08261g 5 Respiratory failure 2 days Severe  Probably not Discontinyed
Off drug 6 Death Severe  Probably not
[7227 018017 F  Caucasian 86 MK-0826 1 g 2 Heart failure, 3 days Severe Definitely not Discontinued
Worsening
MK-0826 1 ¢ 4 Death Severe  Definitely not
6376 018023 F  Caucasian 88 MK-0826 1 g 1 Cardiac arrest 1 day Severe Probably not Discontinued
MK-0826 1 g 1 Death Severe  Probably not
7079 018026 F  Mestizo 75 Off drug 22 Cardiac arrest 15 minutes  Severe Definitely not  None
Off drug 22 Death Severe  Definitely not
62724 018052 F  Caucasian 57 Off drug 44 Sepsis, abdominal 2"- 15 days Severe Mbably not  None
C. dificile infection
Off drug 58 Death Severe  Probably not
6624 018055 M Asian 58 Off drug 4 Pneumonia, 7 days Severe  Probably not Discontinued
worsehing
Off drug 10 Death Severe___Probablynat
5 018059 M Caucasian 76 Off drug 12 Death Severe  Definitely not
Off drug 12 Myocardial 6 hours Severs  Definitely not None
infarction
Ceftriaxone ‘
795 018004 F  Caucasian 86 OfFf drug 3 Death . Severe  Definitely not
Off drug 3 Respiratory faiture 15 minutes Severe  Definitely not Discontinued
6312 018015 M  Hispanic -+ 78 Ceftriaxone lg 7 Pneumonis, bilateral 3 days Severe Probably not Discontinued
Off drug 9 Death Severe  Probably not
6441 018015 M Hispanic 74 Off drug 13 Sepsis, pulmonary 5 days Severe Probably not Discontinued
Off drug 17 Death Severe  Probably not
7082 018021 F . Hispanic 35 Ceftriaxone 1 e 7 Pericarditis, 3 days Severe  Definitely nat Discontinued
bacterial
Off drug 9 Death ) Severe  Probably nat
7077 018026 F  Mestizo 73 Off drug 8 Cardiac arrest 1 day Severe  Probably not Discontinued
Off drug 8 Death Severe  Probably not
61974 018038 -M Black 77 Offdrug 29 Death Severe  Definitely not
. Off drug 29 Respiratory failure 2° | day Severe  Definitely not None
to pulmonary edema
and adenocarcinoma
of the lung.
Includes adverse experiences reported afier the 14-day follow-up period.
t Displays any change of daily dose that occurred during the adverse experience.
[ The serious adverse experiences and deaths in these patients occurred more than 14 days afler discontinuation of study drug,

(Modified Applicant's Table 69, Volume 15 of 22, page 184)

Medical Officer's Comment: The majority of deaths in the ceftriaxone group appear clearly related to
Jailure of study therapy (ANs 6312, 6441, 7082, and 7077) or underlying disease (AN 61 97). The cause

of death of patient AN 6 795, although considered "Definitely Not" related to Study therapy by the
Investigator, is unexplained since the patient was Jound in cardiac arrest, but was thought to have
improvement in CAP symptoms at the last visit prior to death.
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The majority of deaths in the MK-0826 group appear related to failure of study therapy (ANs 6431, 7227,
6376, and 6624) and/or underlying disease (AN 6431, 7227, 63 76, 7079, and 7055). Patient AN 6281

regarding this patient was provided in an amendment to the NDA and confirmed that the arrythmia was
supraventricular-atrial flutter/atrial fibrillation). The In vestigator felt that the AEs were "Probably
Not" related to study medication, however, in the absence of additional information regarding this
patient, the MO does not feel an effect of MK-0826 can be absolutely excluded. Patient AN 6272 died 45
days post completion of study therapy due to abdominal sepsis related to C. dificile infection (after
receiving additional antimicrobial therapy for AECB) according to the Investigator; the MO Sfeels that
MK-0826 therapy can not be completely excluded as a contributory factor in this patient's death,

7.1.3.2.3  Other Serious Adverse Events
The following table displays, by body system, the number (percent) of patients
with serious clinical adverse experiences with an incidence >0% in one or more
treatment groups that occurred during PP. Eighteen (18) patients (7.4%) in the

- MK-0826 group and 14 patients (5.5%) in the ceftriaxone group had serious

clinical adverse experiences. One patient (0.4%), AN 7057 (seizure disorder), in
the MK-0826 group and no patients in the ceftriaxone group had serious drug-
related clinical adverse experiences, according to Investigator's assessments. The
Applicant’s narrative for patient AN 7057 is as follows:

Fhis-89=yrar-otd-fermate, reated with MK-0826 for CAP, experienced a

generalized tonic-clonic seizure on Study Day 10, the last scheduled day of IV
study therapy. The seizure lasted | minute and she recovered without the
administration of any anti-seizure medication. Her pneumonia was considered
cured and no action was taken relative to study therapy. On the day of the seizure
no procedures were done. On Study Day 53, an electroencephalogram (EEG) was
done with a normal result. Her neurologic examination at follow-up was without
sequelae. The investigator reported that the patient’s experience was probably
related to study drug.

APPEARS THIS WAY
ON ORIGINAL
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Number (%) of Patients With Serious Clinical Adverse Experiences
(Incidence >0% in One or More Treatment Groups) by Body System
During Parenteral Therapy
(Treated Population)

MK-0826 Cefiniaxone
(N=242) (N=256)
n (%) - n (%)
Patients with one or MoLe senous clinical 18 - (14 14 (5.5)
adversc experiences
Paticnts with no serious clinical adverse 2249 (926) | 242 (94.5)
cxpefience
Body as 2 Whale/Site Unspecified 3 (1.2) 1 0.9)
Bacteremia 1 (0.4) 0 (0.0)
Death 2 08 | 0o (00
Infection 0 0.0} 1 (0.4)
Cardiovsscalar System 7 (2.9) 4 {1.6)
Arhythmia 1 04) [ 0 (00
AV block, third degree 1 (0.4) 0 0.0)
Cardiac arrest L @4 | ¢ (00
Cardiac tamponadc 0 00 |. ) (0.4)
Car pulmonale 1] (0.0) 1 (0.4)
cva | {0.4) 0 (0.0)
Heart failure 2 {0.8) i (0.4)
Myocardial infarction 0 (0.0) 2 (0.8)
Pencarditis [(] {0.0) [ 0.4}
Transiant ischemic attack 1 (0.4) 0 {0.0)
-Digastive-Syubon T 4] | 2 (#8)
Hemorrhage, gastrointestinal 04 [ 1 04
Liver disorder 0 {0.0) | 0.4)
Liver function abnormality 1 04) | 0 (0.0)
Hentic and Lymphatic System 1 (0.4) 0 (0.0)
Arterial pO, decreased L @4 0 (00
Leukemia, lymphoid, chroaic 1 {0.4) 0 (0.0
LPCO- increased 1 (0.4) 0 (0.0)
APPEARS THIS WAY

ON ORIGINAL
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Metahalic, Nutritional, Immune 2 (0.8) 0 {8.0)
Acidosis 1 (0.4) 0 (0.0)
H emua 1 {0.4) 1] (0.0)
Nervous System and Pychiatric Dixorder 1 {0.4) L] (0.0)
| Scinge disorder (04 | 0 "(00)
Respiratory Svitem ] .7 9 (1.5)
Aspiration -0 (0.0) 1 (0.4)
Asthma i 04 0 (0.0)
Atclectasis 0 (0.0) 1 (0.4)
Chronic obstructive pulmonary disease 0 (0.0) 1 (0.4)
Effusion, pleursl 0 o | 1 (0.4)
Empyema 1 {04) 0 (0.0)
Epistaxis 1 (0.4) 0 (0.0)
Hypoxernia 2 (0.8) 0 (0.0
Neoplasm, lung, malignam 0 (0.0} 1 (0.4)
Neoplasm,_ pleural, malignant 0 0.0) | (0.4)
Pncumonia 1 (04) 2 (0.8)
Pncumonia, Preumocystiy 0 {0.0) | 0.4)
Radiodensity, pulmonary 0 (0.0) 2 (0.8)
Respiratory faitore 2 {0.8) 1 (0.4)
Respiratory insufficiency 2 {0.3) 0 0.0y
| Uragesiest System ! o0p |1 e
Remal insufficicncy 1 (0.4) 1] (0.0)
Urinary retention 1L 04 | (0.4)
N = Numbcr of patients with az Icast 1 dose of study therapy,
n = Number of paticnts with the adverse experience,
Ahhough a patient may have had 2 or more seriows adverse cxperiences, the
patiens is counted only oncc within 2 category. The same paticnt may appear in
All bodysymmclistcdinwhicbulastmpaﬁemhadasuiomndmsc
experience,

(Applicant's Table 65, Volume 15 of 22, pages 170-171)

Medical Officer's Comment: A Ifter reviewing the narratives and CRFs Jor these patients, the MO agrees
with the Applicant’s assessment that with the exception of patient AN 7057 (who had a seizure while
receiving MK-0826), these reported serious adverse events are most likely due to efficacy failures or
underlying diseases.

There were a further 31 patients (12.8%) in the MK-0826 group and 31 patients (12.1%) in the
ceftriaxone group with serious clinical adverse experiences that occurred dfter the parenteral therapy

oral therapy through TOC visit included: death (8 in the MK-0826 group and 6 in the ceftriaxone
group), cardiac arrest (3 in the MK-0826 group and 1 in the ceftriaxone group), pneumonia (4 in the
MK-0826 group and 6 in the cefiriaxone group), and respiratory failure (3 in the MK-0826 group and 5
in the ceftriaxone group). Three patients in the MK-0826 group (ANs 6794, 6413, and 641 7)
experienced seizures after the parenteral therapy period, however, all three patients had an underlying
seizure disorder and the seizures did not appear temporally related to MK-0826 therapy. The majority of
the additional serious adverse experiences appear related to efficacy failure or complications of baseline
conditions.

7.1.3.2.4  Dropouts

,~ - Thirteen (13) patients (5.4%) in the MK-0826 group and 8 patients (3.1%) in the
ceftriaxone group discontinued parenteral therapy due to clinical adverse
experiences. No patients were discontinued from study therapy, in the parenteral
penod, in either treatment group due to clinical adverse experiences felt to be
drug-related by the Investigators. There were 2 patients (ANs 6083 and 6624) in
the MK-0826 group and 5 patients (ANs 6009, 6087, 6441, 6795, and 7077) in the
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ceftriaxone group who were reported as discontinued from study drug during the
off drug portion of the study. These patients had adverse experiences 1 day after
the last recorded dose of parenteral therapy and resulted in discontinuation
because the next intended dose of study drug was not administered (counted in the
Applicant's summary table for study therapy and 14-day follow-up period, but
exclude from the Applicant's parenteral therapy summary table).

An additional 3 patients (ANs 6365, 7026, and 7230) in the MK-0826 group and 5
patients (ANs 6015, 6414, 6623, 7126, and 7229) in the ceftriaxone group
discontinued during oral study therapy. One patient (AN 6365) in the MK-0826
treatment group and 3 patients (ANs 6015, 6623, and 7126) in the ceftriaxone
group were discontinued due to drug-related clinical adverse experiences during
oral study therapy. AN 6365 experienced a lower respiratory tract infection while
-on oral amoxicillin/clavulanate, which resulted in discontinuation. AN 6015 was
discontinued due to an allergic reaction to oral amoxicillin/clavulanate and was
placed on oral levofloxacin for the duration of oral therapy. AN 6623 reported
vomiting while on oral amoxicillin/clavulanate, which resulted in discontinuation
from therapy. AN 7126 was discontinued due to diarrhea while on oral
amoxicillin/clavulanate and was given oral cefaclor for the duration of oral
therapy.

Medical Officer's Comment: The Jollowing table lists all patients discontinued from parenteral study
therapy due 0 a clinical adverse experience. The table also includes 2 patients (ANs 6083 and 6624) in

the MK-0826 group and 5 Ppatients (ANs 6009, 6087, 6441, 6795, and 7077) in the ceftriaxone group who

The reasons for discontinuation in both treatment groups, in both the parenteral Pperiod and the study
therapy plus 14 day Jollow-up period, were primarily related to efficacy JSailure. The number of patients
discontinued from study therapy was similar in both treatmens groups.

APPEARS THIS WAY
ON ORIGINAL
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Treated Population
Relative | . Duration
Study Daily Day Adverse of Adverse [Relative Dat Drug
AN | Number| Gender Race |Ape Dose’ Of Onset, Experience Experience | Of Discont.! | Int ty |Relationship|Serious Outcome
K-0826
915 018002 F  Black 46 MK-0826 | g 2 Stomatitis 2 days 35 Severe Probably not No  Recovered
6281 018003 M Caucasian 55 MK-0826 1 4 2 Arrhythmia 2 days 3 Severe Probably not  "Yes spll presen
6301 018014 M Hispanic 25 MK-0326 ] g 5 Tuberculosis, 24 days 28 Moderate Definitely not  No Still presen
Pulmonary
6431 018014 F Hispanic 81 MK-08261 g 5 Respiratory 2 days 6 Severe  Probablynot  Yes Still presem
failure
6451 018014 F  Hispanic 68 MK-0826 1 E 5 Tuberculosis, 30 days 34 Moderate Definitely not Ng Recovered
Pulmonary
6413 018015 M Hispanic™ 43 MK-0836 1 g 3 Pneumonia 21 days 27 Severe  Probably not ~ Yes Recovered
MK-0826 1 g 5 Deterioration, 11 days Severe Probably not No  Recovered
General
6485 018015 M __ Hispanic 46 MK-0826 1 g 3 Empyema 14 days 25 Moderate Probably not  Yes Recovered
7227 018017 F Caucasian 86 MK-0326 | g 2 Heart failure 3 days 4 Severe Definitely not  Yes Still present
6376 018023 F_ Caucasian 88 MK-0826 1 g 1 Cardiac arrest 1 day 1 Severe Probably not Yes  Sull present
7079 018026 F Mestizo 75 MK-0826 1 g2 9 CVA 14 days 19 Severe Definitely not  Yes Still present
6072 018027 M Caucasian 29 MK-0826 | g 2 Fever 2 days [ Moderate Definitely not No Recovered
MK-0826 | g 3 Hyperthermia 2 days Moderate Definitely not  No Recovered
6782 018028 M Caucasian 77 MK43826 | £ 1 AV block, third 2 days 2 Severe  Definitely not  Yes Still present
De
7042 018059 M Caucasian 18 MK-0826 2 g 1 Respiratory 15 days 1 Severe  Probablynot . Yes Recovered
Insufficiency
6083 018031 M Caucasian 56 Off drug’ 4 Respiratory 22 days 25 Severe  Definitely not  Yes Still present
. failure
6624 018055 M _ASLHH_MA_E&E_ n Bremtorir T 4 Severe  Probablynot | Yes Still present
eftriaxone
135 018005 F  Caucasian 74 Cefiriaxone 1 B 2 Myocardial 13 days 9 Severe  Probably not . Yes Recovered
Infarction ‘
6312 018015 M Hispanic 78 Ceftriaxone | g 7 Somnolence 3 days 8 Severe  Probably not No  Still present
Ceftriaxone | g 7 Aspiration 3 days Moderate Probably not ~ Yes Still present
Cefiriaxone 1 g 7 Pneumonia . 3 days Severe  Probablynot  Yes Stuill present
7082 018021 F Hispanic 35 Cefiriaxone [ g 7 Cardiac 3 days 8 Severe  Definitely not-  Yes Still present
tamponade
Ceftriaxone 1 g 7 Pericarditis 3 days Severe  Definitelynot  Yes Still present
6073 018027 M Caucasian 46 Ceftriaxone 1 g 3 Pneumonia,  § days 24 Moderate Definitely not ~ Yes Recovered
Preumocystis
6107 018030 F  Black 67 Ceftriaxone 1 g 1 Lymphadenopat15 days 1 Moderate Definitely not No  sqii present
’ hy,
Mediastinum
Cefiriaxone 1 g 1 Neoplasm, 15 days Moderate Definitely not ~ Yes Sl present
lung,
Malignant
6208 018034 M Hispanic 52 Ceftriaxone | g 2 Radiodensity, 22 days 3 Severe  Probablynot  Yes Sull present
Pulmonary
7012 018048 M Mestizo 62 Ceftriaxone 2 g 9 Pneumonia 21 days 29 Moderate Defini lynot  Yes Recovered
7038 018058 F _ Hispani 77_Cefiriaxone 1 g 9 Infection 13 days 20 Severe  Probably not ~ Yes Still present
6009 018011 F  Black 64 Off drug? 3 Respiratory 1 day 3 Severe  Definitely not  Yes Still present
failure
6087 018031 F  Caucasian 72 OF drug’ 3 Impaction, fecal? days 12 Severe  Definitely not  Yes Recovered
Off drug? 3 Obstruction, 2 days Severe  Definitelynot  Yes Recovered
Intestinal
6441 018015 M Hispanic 74 Off drug? 12 Deterioration, 6 days 12 Severe Probably not Yes  Sull Present
. General
Off drug* 12 Hypoxenia 6 days Moderate Probably not ~ No Still Present
Off drug? 13 Sepsis, 5 days Severe  Probablynot  Yes S| Present
. pulmonary
6795 018004 F Caucasian 86 Off drug’ 3 Respiratory 15 minutes 2 Severe  Definitely not Yes Syl Present
failure
7077 018026 F_ Mastizo 73 Off drug’ 8 Cardiac Arrest | day 8 Severe  Probablynot”™  Yes SNl Present
Displays any change of daily dose that occurred during the adverse experence.
Day of the last clinical or laboratory assessment performed, relative to the first day of study therapy.
[ Patients added 1o table by Medical Officer

(Modified Applicant's Tables 68 and 73, Volume 15 of 22, pages179-180, 204-207)
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7.1.3.2.5 Other Treatment Emergent Adverse Events
Overall 162 patients had clinical adverse experiences during the parenteral
“therapy period (109 [46.2%] in the MK-0826 group and 53 [43.1%] in the
ceftriaxone group) and 214 patients had clinical adverse experiences during the
study therapy and follow-up period (141 [59.7%] in the MK-0826 group and 73
[59.3%] in the ceftriaxone group).

Medical Officer’s Comment: The Applicant displayed adverse events in tables broken down by >3% or
20%. In the MO’s tables that Jfollow, the number of patients with specific clinical adverse experiences
and the number of patients with drug-related specific clinical adverse experiences 22% during the
Pparenteral therapy period are displayed. Diarrhea (2.9% vs 2.7%, MK-0826 vs Ceftriaxone respectively)
was the only drug-related clinical adverse experience that occurred in a higher percentage of patients in
the MK-0826 group.

Tables displaying the number of patients with specific clinical adverse experiences and the number of
" patients with drug-related specific clinical adverse experiences 22% during the study therapy and follow-
up period are displayed in Appendix 25,

Number (%) of Patients With Specific Clinical Adverse Experiences
(Incidence 22% in One or More Treatment Groups) by Body System
During Parenteral Therapy

(Treated Population)

MK-0826 Ceftriaxone
(N=242) (N=256) .
n (%) n (%)
Patients with one or more adverse experiences 113 - (46.7) 126 (49.2)
Patients with no adverse experience 129 (53.3) 130 (50.8)
Body as a Whole/Site Unspecified 19 (7.9 22 (8.6)
Pain, abdominal [5 2.1) 5 (2.0)
Pain, chest D (0.8) 5 (2.0)
Cardiovascular System 36 (14.9) 47 (18.4)
Extravasation @1 (2.3)
Hypotension 5 2.1) 0 (0.0)
Infused vein complication 18 (7.4) 23 9.0)
Digestive System 36 (14.9) 41 (16.0)
Constipation 11 (4.5) 5 (2.0)
Diarrhea 9 3.7 15 (5.9)
Nausea ' 7 (2.9) R (3.1)
Metabolic, Nutritional Immune 3 (1.2) 2.3
Musculoskeletal System 3.3 (3.1)
Nervous System and Psychiatric Disorder 0 (12.4) 9 (11.3)
Anxiety 1 (04) 6 (2.3)
Headache 10 4.1) 12 “.7
Insomnia [7 (2.9) 0 (3.5)
Respiratory System 30 (12.4) 28 (10.9)
Hypoxemia 6 (2.5) 1 (0.4)
kin and Skin Appendage 13 (5.4) 17 (6.6)
ecial Senses 1 (0.4) 5 2.0)
Urogenital System 6 (2.5) 4 (1.6)
N = Number of patients with at least 1 dose of study therapy.
M = Number of patients with the adverse experience.
Although a patient may have had 2 or more adverse experiences, the patient is counted only once
within a body system category. The same patient may appear in different categories.
All body systems are listed in which at least 1 patient had an adverse experience, J
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(Modified Applicant’s Table 117, Volume 15 of 22, pages 367-372)
Number (%) of Patients With Specific Clinical Adverse Experiences

(Incidence >2% in One or More Treatment Groups) by Body System
During Parenteral Therapy (Treated Population) Drug Related'

MK-0826 Ceftriaxone
(N=242) (N=256)
n (%) n (%)
Patients with one or more drug-related adverse experiences 27 (11.2) 43 (16.8)
Patients with no drug-related adverse experience 215 (88.8) 213 (83.2)
Cardiovascular System 11 4.5) 21 (8.2)
Infused vein complication 8 (3.3) 12 4.7
Digestive System 10 4.1) 16 (6.3)
Diarrhea 7 29 7 Q.7
Nausea 2 (0.8) 5 (2.0)
Nervous System and Psychiatric Disorder 2 (0.8) 5 2.0)
Determined by the investigator to be possibly, probably, or definitely drug related.

IN = Number of patients with at least | dose of study therapy.
1 = Number of patients with the adverse experience. :
Although a patient may have had 2 or more drug-related adverse experiences, the patient is counted only once
Wwithin a body system category. The same patient may appear in different categories.
All body systems are listed in which at least | patient had a drug-related adverse experience.

(Modified Applicant’s Table 1 18, Volume 15 of 22, page 373)

21326 1 ahnrutca{_Fi,&diusa
Of the patients in the treated population, 58 (25.0%) in the MK-0826 group and
55 (22.6%) in the cefiriaxone group had a laboratory adverse experience during
parenteral therapy. The most common laboratory adverse experiences were
increased ALT and AST concentrations, increased serum alkaline phosphatase,
and increased platelet count. The tables below display the number (percent) of
patients with specific laboratory adverse experiences with an incidence >3% in
One or more treatment groups, by laboratory test category, occurring during
parenteral therapy and the number (percent) of patients with specific drug-related
laboratory adverse experiences with an incidence 1% in one or more treatment
groups by laboratory test category occurring during parenteral therapy.

APPEARS THIS WAY
ON ORIGINAL
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Number (%) of Patients With Specific I-Laboratory Adverse Experiences
(Incidence 3% in One or More Treatment Groups) by Laboratory Test Category
During Parenteral Therapy

(Treated Population)
MK-0826 Cefiriaxone
(N=242) (N=256)

n'm (%) n/m (%)

Patients with ose or more laboratory adverse 58/232 (25.0) 55/243 (22.6)
experiences
Patients with no laboratory adverse experience 174/232 (75.0) 188/243 (77.4)
Blood Chemistry 41230 (17.8) 33238 (13.9)
ALT increased 237199 (11.6) 18/207 (8.7)
ANA positive 141 (100) 0/0 (0.0)
AST increased 177203 84) 16/208 (7.7
HIV positive 171 (100) 0/0 (0.0)
Serum alkaline phosphatase increased 9209 (4.3) 9215 (4.2)
Serum cholesterol increased 0/0 (0.0) 1/1 (100)
Serum GGT increased 0/0 (0.0) 171 (100)
Serum glucose increased . 8225 (3.6) 9231 (3.9
Serum uric acid decreased /1 (100) 0/0 (0.0
Hematolog 25/229 (10.9) 257241 10.4
CD4 count decreased b 100y Wy (X
ESR increased i1 (100) (7} (0.0)
Hematocrit decreased 1/226 (3.1) 7/238 (2.9},
Hemoglobin decreased 7226 G.D 1/238 29
Platelet count increased 9/225 (4.0) 11/236 (4.7)
Urinalysis 10/188 (5.3) 12/199 (6.0)
Urine Trichomonas 0/0 {0.0) 111 (100)
Urine yeast, nondiagnostic 0/0 (0.0) /1 (100) _ |
Miscellaneous 0/0 (0.0) 1" (100)
C. difficile toxin, positive 0/0 (0.0) 1/1 (100)
N = Total number of patients per treatment group,
w/m=Number of patients with laboratory adverse experience/number of patients with
laboratory test postbaseline.
Although a patient may have had 2 or more adverse experiences, the patient is counted only
once within a category. The same patient may appear in different categories.
LAl categories are listed in which at lcast one patient had an adverse e rience.

(Applicant’s Table 75, Volume 15 of 22, page 211)

NAY
APPEARS THIS WA
ON ORIGINAL
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Number (%) of Patients With Specific Laboratory Adverse Experiences
(Incidence 21% in One or More Treatment Groups) by Laboratory Test Category
During Parenteral Therapy (Treated Population) Drug Related*

MK.-0826 Ceftriaxone
(N=242) {(N=236)

n‘m (%) n’m (%)

Patients with one or more drug-related 31/232 (13.4) 26/243 (10.7)
laboratory adverse ¢xperiences
Patients with no drug-related laboratory 2017232 (86.6) | 217243 (393)
adverse experience
Blood Chemistry 20/230 (8.7) 20/238 (8.4)
ALT increased 18/199 ~ (9.0) 15207 (72) |
AST increased 15/203 {(7.4) 137208 -~ (6.3)
Serum alkaline phosphatase increased 37209 {1.4) 6215 (2.8)
Hematology 11/229 {4.8) 51241 (2.1)
Hematocrit decreased 41226 (1.8) 0/238 (0.0)
Hemoglobin decreased 4/226 (1.8) 0238 (0.0)
Platelet count ingreased 44225 (1.8) 3/236 (1.3)
WBC decreased 3/226 (1.3) 2/238 (0.8)
Urinalysis 2188 (1.1) 2199 (L0)
Urnine Trickomonas ' 0/0 QM 11 <60y
HrineyeasT Nondiaghoste 0/0 (0.0) i (100)
Miscellaneous 0/0 (0.0) mn (100)
C. difficile toxin, positive 00 (0.0) /1 (100)
* Determined by the investigatar to be possibly, probably, or definitely drug related.
N = Total number of patients per treatment group. -
/m= Number of patients with laboratory adverse experience/number of patients with:
laboratory test postbaseline. ‘
Although a patient may have had 2 or moye drug-related adverse experiences, the patient is
counted only once within a category. The same patient may appear in different categories.
LAl categories are listed in which at least 1 patient had a drug-related adverse experience.

(Applicant’s Table 76, Volume 15 of 22, page 212)

Medical Officer’s Comment: In both the all and drug-related adverse events displays, ALT and AST
elevations were slightly more common in the MK-0826 group during parenteral therapy.

Of treated Ppatients with at least 1 laboratory test, 77 (32.9%) in the MK-0826 group and 73 (29.6%) in
the ceftriaxone group had a laboratory adverse experience during the study therapy and the Jollow-up
period, Of these, adverse experiences occurred in 58 patients in the MK-0826 group and in 35 patients in

and 31 (12.6%) patients in the ceftriaxone group who had drug-related laboratory adverse experiences.
Of these, 31 patients in the MK-0826 group and 26 patients in the ceftriaxone group had a drug-related
adverse experience during parenteral therapy. As was seen during parenteral therapy, the most common
laboratory adverse experiences were increased ALT and AST and these Jindings were again slightly
more common in the MK-0826 group.

Seven patients (3.0%) in the MK-0826 group (5 drug-related) and 4 patients
(1.6%) in the ceftriaxone group (4 drug-related) had serious laboratory adverse
experiences. The only serious laboratory adverse experiences that occurred in
more than one patient during parenteral therapy were increased ALT and AST
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concentrations. The following table lists all patients with serious laboratory- and
serious drug-related laboratory adverse experiences occurring during parenteral
therapy. .

Listing of Patients With Serious Laboratory Adverse Experiences
During Parenteral Therapy

(Treated Population)
Relative Laboratory Drug
Study Daily Day Adverse Value Normal Relation- | Action
AN Number |Gender| Race Age Dose’ of Test Experience (Unit) Range ship Taken
K-0826
064 018001 M Hispanic 39 MK-082¢ 1 g 2 CD4count . 163 cellymm’ 436 10 1394 Definitely not  None
decreased cellymm®
MEK-0826 1 g 4 HIV positive 1 qual no Oto 0 qual no Definitely not
ERE 0 MR W e ' s B
L -
MR § BERNW R
EEN O EEm B | _ B
018038 M Black 76 MK-0826 1 g 4 Hypematemia 150 mmolL 135 10 145 Definitely not
, _mmol/L
EE § N R - i

Displays the daily dose received one day before the laboratory test.
atients with serious drug-related laboratory adverse events.

(Modified from Applicant’s Table 77, Volume 15 of 22, pages 214-215)

Medical Officer’s Comment: No Ppatients with drug-related laboratory adverse events were discontinued
Jrom study drug during the parenteral period. The MO has reviewed the narratives and CRFs for the

above patients and agrees with the Applicant’s presentation of drug-relatedness.

There were 10 patients in the MK-0826 group and 4 patients in the cefiriaxone group in whom serious
laboratory adverse experiences were reported during the study therapy and Sollow-up period, Of these, 7
patients from the MK-0826 group and 4 patients from the ceftriaxone group had serious laborarory
adverse experiences that occurred during parenteral therapy. In the three additional Ppatients with
serious adverse laboratory events in the Parenteral period plus oral therapy through TOC visi period,
the events were: increased ALT and AST in AN 6488 (mild elevations occurring on study day 17), Secal
C. difficile test positive in AN 6272 (this patient has Previously been presented in the Deaths section of
the review), and leukocytes decreased in AN 7032 (occurring on study day 12 after 4 days parenteral and
7 days oral therapy in a Patient with multiple myeloma). Only the event in patient AN 6488 was
considered drug-related.

"TIT ToIisLE COPY
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Overall the proportions of serious laboratory- and serious drug-related laboratory adverse events were

similar for the two treatment groups.

7.1.3.2.7 Assessment of Tolerability

An assessment of tolerability at the IV study drug infusion site was performed

daily while the patient was on study therapy. No patient received IM study drug
therapy during this study. The intensity of specified local infusion-related
Symptoms was rated as mild, moderate, or severe. Of patients who experienced

one or more local reactions at the infusjon site, 37/242 (15.3%) were in the MK-
0826 group and 44/255 (17.3%) were in the cefiriaxone group. If local

intolerance was felt by the Investigator to reach the level of a clinical adverse

experience, the adverse experience was reported as a clinjcal syndrome (e.g. local
phlebitis/thrombophlebitis) and was displayed as “infused vein complication” in

the counts of clinical adverse experiences.

A clinical adverse experience of
- “infused vein complication” was reported for 19/242 (7.9%) of patients in the
Mk-0826 group and 27/256 (10.5%) of patients in the cefiriaxon

e group. The

following table presents the proportions of patients reporting any local reactions

and the 95% CI of (-8.5, 4.5) about the difference.

Number (%) of Patients With Symptoms of hﬂ"ﬂlﬁ.‘ﬁhﬁmlnmlmm.—

During Intravenous Therapy
(Treated Population)
R —
Treaimwent Cirovap
MK-0826 (A) Coftrianom: (H) iz
IN=242) iN=2358) (A - B)
wm %) I Ch vm (%) (95% C1) % (8% )
Patients with one or mowe 3T {153) ¢108, 19.8) 44233 {17.%) (26,219 | -39 -85 4.5
L
Patiarris with one or o (F% ) (54) (25.8.2) 1285 TH “daien | 2118430
syviapbonrs of oxoderate 1o
evere .
N = Wumbor of 1csied pathants in cach trestneat ERUP wilh an asgcesmont.
n'om = Nunnrufwhuupm‘q an molebility sywopsony musber of paticats with an azsexomen;
LE1 - Comfidence inlerval,

(Applicant’s Table 87, Volume 15 of 22, page 234)

Medical Officer’s Comment: Overall the rates of local reactions of any intensity were not different in the

2 treatment groups.

7.1.3.2.8 Adverse Experiences of Special Interest

Four adverse experiences were prespecified for more detailed review because of
preclinical findings (neutropenia), adverse expenences associated with B-lactam
antibiotics as a class (liver function elevations and rash), and adverse experiences
associated with other carbapenem antimicrobials (seizures).

Scizures

One patient (AN 7057) in the MK-0826 had a seizure, while on parenteral
therapy, that was judged by the Investigator to be study drug-related. This patient
was previously described in Section 7.1.3.2.3 of this review.
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eutropenia/Liver En Flevations
In addition to reviewing investigator-reported laboratory adverse experiences, the
Applicant performed an assessment of the relative laboratory safety of each
treatment group by using predefined Clinically Significant Laboratory
Abnormalities (CSLAs) for specified tests and identifying patients whose worst
laboratory value represented a worsening from baseline and met the criteria for a
CSLA. In order to be considered in the analysis for CSLAs, patients had to have
a baseline laboratory value, at least 1 post-baseline laboratory test and have
normal ranges in the database. For platelet count, absolute neutrophil count,
hematocrit, and hemoglobin, the CSLA criteria were defined in terms of a fixed
bound. For Creatinine, total bilirubin, direct bilirubin, ALT, AST, and alkaline
phosphatase, the CSLA criteria were defined in terms of a fixed bound greater

Number (%) of Patients With a Clinically Significant Laboratory Abnormality (CSLA)
by Treatment Group
During Parenteral Therapy | During Study Therapy and

Follow-up
Nutibor e with -G [ INUTRBET (Vo) WITh COLA
CSLA MK-0826 | Ceftriaxone | MK-0826 | Ceftriaxone
Laboratory Test Criteria (N=242) (N=256) (N=242) (N=256)
nm - (%) | Wm (%) | wm (%) | o/m (%)
Absolute neutrophils (cells/uL) 1800 7208 (3.4) | 7220, (32) |14219 (6.4) |11/220 (4.8)
<1000 1208 (0.5) [ 2220 (0.9) (4219 (18) | 21229 (0.9)
ALT (U/L) 25X ULN [13/187 (7.0) |16/198 (8.1) |16/202 (7.9) 1201213 (9.4

-5 x ULN 4/187  (2.1) | /198 (2.5) 16/202  (3.0) | 7213 (3.3)

AST (U/L) P25 ULN [12/195  (6.2) |13/197 (6.6) |15/205 (7.3) (161212 (7.5)
PSXULN [ 4/195  (21) [ 1197 (0.5) | 57205 @4 [ 1212 (0.5)

Direct serum bilirubin (mg/dL) 1.5 x ULN | 2/122 (1.6) 16/126 (4.8) | 2/126. (1.6) | 7133 (5.3)
P2.5xULN [ 1/122 (0.8) | 2126 (1.6) | 1/126 (0.8) | 3133 (2.3)

Hematocrit (%) : <24 1225 (04 | 2238 (08) [ 2231 (0.9) [ 31244 (1.2)
Hemoglobin (g/dL) = 1225 (04) [ 17238 (04) [ 2231 (0.9) | 17244 (0.4)
Platelet count (cells/uL) 75,000 3222 (14) (1234 (04) 3229 (1.3) | 11241 (0.9)

<50,000 0222 (0.0) | 0/234 0.0) | 0/229 (0.0) | 0/241 0.0)

Serum alkaline phosphatase (U/L) 2.5 x ULN | 5/203 (2.5) [ 4210 (19) (6219 @7) | 5225 (2.2
PSXULN | 0203 (0.0) | 0210 (0.0) | 0219 0.0) | 11225 (0.4)

Serum creatinine (mg/dL) PLSxULN 3226 (1.3) | 2235 (0.9) | 3/231 (1.3) 131239 (1.3)
/ PIXULN | 17226 (0.4) | 0235 (0.0) | 1231 (0.4) | 0239 (0.0)

Total serum bilirubin (mg/dL) PB1.5xULN | 17206 0.5 13208 (1.4 | 122 (0.5) [ 4224 (1.8)
2.5 x ULN | 0/206_ (0.0) { 2/208 (1.0) ] 0/221  (0.0) | 2/224 (0.9)
N = The total number of patients in treatment group.

n/m = Number of patients with CSLA/mumber of patients with laboratory test at baseline and postbaseline.
(Modified Applicant’s Tables 88 and 91, Volume 15 of 22, pages 237 and 244)
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Rash

Rash occurred in 6 patients in the MK-0826 group and in 6 patients in the
ceftriaxone group during study therapy or the 14-day follow-up period. These
numbers included patients with urticaria. Of the rashes reported, 2 (ANs 6309
- and 7061) in the MK-0826 group and 3 (ANs 6096, 6308, and 7060) in the
ceftriaxone group were considered drug-related. No cases of rash causing
discontinuation of the study drug were reported in either treatment group.

Medical Officer’s Comment: The seizure that occurred in the patient on MK-0826 during parenteral
therapy may represent a real signal in the database, given the known association of seizures with
carbapenem antimicrobials. This issue will be addressed in more detail in the Integrated Summary of
Safety.

Overall the rates of neutropenia, liver function abnormalities (with the exception of AST >5x ULN), and
rash were comparable between the two freatment groups.

7.1.3.2.9 Conclusion
In adult patients with serious community-acquired pneumonia (CAP) treated for
up to 14 days with intravenous administration of MK-0826 1 g per day, with an
oral antibiotic switch option (Augmentin) after clinical improvement, the

follOWiﬂﬂmmgaﬂm&qu%u be-drawm

1. The safety profile of MK-0826 was similar to ceftriaxone 1 g daily based on
the overall safety profile including the frequency of drug-related serious
adverse experiences, discontinuations due to drug-related adverse experiences,
and the assessment of infusion-related local tolerability in patients with CAP.

2. The seizure reported for AN 705 7, in the MK-0826 group, is notable and

~ consistent with a drug-related adverse event,

3. The tolerability at the IV infusion site for MK-0826 was similar to that of
ceftriaxone. -

4. Since no patients in the MK-0826 group were treated with IM therapy, no
conclusions can be made about the tolerability of IM administration of MK-
0826 based on this study. :

APPEARS THIS WAY
ON ORIGINAL
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7.1.3.3 PROTOCOL 020: A SUPPORTIV E, PROSPECTIVE, MULTICENTER,
DOUBLE-BLIND, RANDOMIZED, COMPARATIVE STUDY TO
EVALUATE THE SAFETY, TOLERABILITY, AND EFFICACY OF MK--0826
VERSUS CEFTRIAXONE SODIUM IN THE TREATMENT OF SERIOUS
COMMUNIT Y-ACQUIRED PNEUMONIA IN ADULTS

Adverse experiences were recorded during parenteral study therapy and oral study
therapy and for 14 days after the end of study therapy (safety follow-up period).
According to the Applicant adverse experiences that occurred during the study
parenteral therapy period were more likely to be related to the parenteral study
therapy than those that occurred afier completion of the parenteral therapy (i.e.,
during oral therapy or the follow-up period). For this reason, the Applicant
performed separate analyses for adverse experiences that occurred specifically
within the parenteral treatment period and for those that occurred during study
therapy and the 14-day follow-up period (i.e., parenteral and oral antibiotic
therapy and 14-day follow-up period).

Applicant's analyses for the parenteral period (PP) will be presented and any signi; i
: ; ' enteral plus oral through TOC period (TP) will be mentioned,

Of the 364 patients enrolled, 359 received at least 1 dose of parenteral study
therapy and are included in the Applicant's analysis of adverse experiences.
Patients randomized to 1 treatment group who, due to dispensing errors,
mistakenly received study therapy with the other study treatment for the entire
parenteral study period were analyzed based on the study therapy actually
received. Patients who, due to dispensing errors, received both parenteral study
drugs at any time during the course of the study were analyzed based on the
treatment group to which they were originally randomized. The table below
provides an overall summary of safety during the PP and during the TP,

APPEARS THIS waY
ON ORIGINAL
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During During Study Therapy and
_Mwes {AEs) Parenteral Therapy 14-Day Follow-Lip
. MK-0826 Ceftriaxone MK-0826 Ceftriaxone
{N=236) {N=123) {(N=216) {N=123)
Number (%2) of patients: n_(%) a_ (%) n_(%) n (%)
with one or more AEs 109 (46.2) 53 {43.1) 141 (39.7) 73 (593
with no AE 127 (33.8) 70 (56.9) 95 (40.3) 50 (40.7)
with drug-related AFs* 36 (15.3) 19 (154) 48 (20.3) 23 (203)
with serious AEs 23 (O 9 (13) 36 (15.3) 21 {17
with serious drug-refated AFs 5 @n 2 (l.8) T 3.0 3 o2y
who died 0 Q 2 (0.8) 3 24
discontinued due to an AE 13 (5.5) 7 (5.1 15 (6.4) 9 (73)
discontinued due to a drug-related AE 4 (L.7) 3} 29 5 2.1 3 24
discontinued due to a serious AE 10 (4.2) 5 (4.1) 12 (5.1) 7 (57
discontinued due to a seripus drug-related AE 3 (L3 2 {1.6) 4 (1.7) 2 (1.8)
Laberatory AEs
Number of patients with at least I laboratory test (N=224) (N=118) (N=230) | (N=121)
postbaseline
Number (%) of patients: n_ (%} a_(%) n_(%) n_(%)
with onz or more AEs 48 (214) 29 (246 59 2571 37 (306)
with no AE 176 (786) 89 (754) 171 (74.3) 84 (69.4)
with drug-related AEs! © 26 (11.6) 15 (12.7) 28 (11.9) 18 (14.6)
with serious AEg 2 (0R) 0 3 (L3 2 16)
with serious drug-related AEs 1 (04) 0 1 (0.4 2 (16
who died 0 0 (1] 0.
disconcinusd-due-to-gni ] 1 {09) 0 1 (08)
discontinued due to 2 drug-related AF 0 1 (0.9} 0 1 {0.8)
discontinuad due 10 a serious AE 0 0 0 0
discontinued due © a serious dry -telated AE 0 0 0 0
L’ Determined by the investigaror 1 be possibly. probably. or definitel refated.

(Applicant’s Summary Table, Volume 17 of 22, page 31

7.1.3.3.1 Extent of Exposure
The table below shows the extent of €xposure to parenteral therapy by dose and
duration for all patients who received at least 1 dose of study therapy. The
number of patients who received each total daily dose of parenteral therapy is
displayed. A patient was counted twice during the course of the study, if the
patient’s daily dose changed. Seven patients in the MK-0826 group had their
dose adjusted due to renal function (to 500 mg once daily). The protocol allowed
a one-time adjustment in dosing interval between the first and second parenteral
study drug doses, to accommodate local medication administration schedules: 5
patients in the MK-0826 group and 7 patients in the ceftriaxone group had this
dosing interval adjustment and received two 1 gm doses within the first 24 hour
period (i.e. Day 1 of therapy). Four (4) patients in the MK-0826 treatment group
(ANs 2862, 3718, 3722, and 3843) received a total daily dose of 2 gin
erroneously for up to 6 days. None of these patients had documented PRSP.
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Extent of Exposure by Doge and Duration

(Intravenous and Intramusculay Therapy) in the

Treated Population

(Applicant’s Table 62, Volume 17 of 22, page |

Fourteen patients, 9 in the MK-0826

. received IM parenteral therapy in thi
exposure to IM therapy by dose and
1 dose of IM therapy.

Number of Days on Parenteral Therapy'
Treatment Group I 2 [ 304 | 5106 [ 708 [0l [ 1w | 13w 14T =15 T Towl Paneans | Range | Tow Days T Mean
MK-0%26
Any dose 11 104 63 24 24 3 7 [} - 2
035g 5 1 0 0 0 0 I 0
lg 12 | 101 81 7 20 3 6 ]
24 [ 0 3 [} 0 0 0 [
Ceftriaxnoe
Any dose 5 34 29 ] 10 ) 2 | X
leg 7 52 29 22 9 | 2 1 123 a— 659 54
2y 7 0 0 0 0 0 0 0 7 — kd 1.0
" The able displays the musnter of patiems teceiving each daily dose. A patient was coumted rmaltiple times if during the' toiise of the study the patient's
daily dosage was changed. R
' Patients who had the time of their daily dose adjusted may have received rwo 1-g doses in 2 24-hour period and were subsequently coured a5 having 2 p
SEstudy therapy a5 2 dailv dose. ANs 2862 3718. 3722 and 3843 in the MK-0826 ' ily dome.

65)

group and 5 in the ceftriaxone group
§ study. The table below shows the extent of
duration for all patients who received at least

Extent of Exposure by Dose and Duration
(Intramuscular Therapy) in the Treated Population

Treatment Groy
MEK-0826
Any dose , 1 , 3 l 3 l I [ , 0 l 0 , 0 [ 9
lg 11 3 3 1 0 0 1] 9
Celtrisxone :
Any dose , 0 1 , 3 l 1 l 0 0 , 0 , 0 l 5 — 3%
ip 9 1 3 | 0 0 .0 (1] 5 . ] 5.8
" The wbls displys the oumber of patients receiving each daily dose. A patient was counted multiple times if diming the course of the study the patient’s
daily dosage was changed. )

(Applicant’s Table 63, Volume 17 of 22, page 166)

APPEARS THIS WAY

ON ORIGINAL




